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Patients treated with ‘Mysoline’ show A powerful anti-convulsant, with low 
a marked sense of well-being. They toxic and hypnotic effects, ‘Mysoline’ 
become valuable members of the is today established asa most valuable 
es community and takea new and vigor- advance in the treatment of epilepsy. 


ous interest in their lives. 

*“Mysoline’ controls epilepsy effectively “4 YS OLINE’ 
and considerably reduces the severity Prana >. 

aie and frequency of attacks. 


An outstandingly safe and effective anticonvulsant 


4 IMPERIAL CHEMICAL INDUSTRIES (INDIA) PRIVATE LTD. 
Calcutta) Bombay Madras New Delhi 


Sole Distributors in India for 
IMPERIAL CHEMICAL INDUSTRIES LIMITED 
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WILMSLOW, CHESHIRE, ENGLAND 
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Forms a protective coating on 
the stomach and _ intestines, 
saves mucous membranes from 
irritation, regulates gastric 
flow, heals up ulcer and helps 
digestion. Bismozyme is thus 
a valuable aid to the treatment 
of all varieties of gastro- 


intestinal disorders. 


fastern Drug 
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Your 


An Illustrated Magazine Devoted to Health Education 


An entirely new book for students and a work of reference 
for practitioner. Incorporating all drugs in B, P. 1953 & 
addendum 1955 and also all Drugs included im the Indian 


Pharmacopoea published in 1955. 
Size-Royal. Page xv-650. Price Rs. 20/- or 35s. 
SCIENTIFIC PUBLISHING CO. 
; 85, NETAJI SUBHAS ROAD, 
P. B. No. 969. Calcutta-! 
Telephone : 22-5566 Telegram : CREOLION 


METHIOZOL 


With Methionine, Choline © Vitamins. 


A combination with time honoured Indian drugs 
““KALMEGH, KULEKHARA & KHETPAPRA” with 
lipotropic factors. First of its kind in Indian market 
to combat Cirrhosis and Infantile liver. 


Issued in 2oz, 40z, and 16oz bottles. 


UNIVERSAL DRUG HOUSE PRIVATE LTD. 


10, BRAUNFELD ROW, CALCUTTA-27. 
*Gram : *Phone : 45-1997 


(for the public in general ) 
PusiisHep 
BY THE INDIAN MEDICAL ASSOCIATION 


® Deals with rules of healthy living, prevention of 
diseases, diet and nutrition, maternal welfare, child 
care and topics of health in general, 


@ Presented in simple English to assist the common 
man in India towards “ positive health.” 


® Printed on art paper and profusely illustrated. 


YOUR HEALTH is an excellent advertising 
medium with all-India coverage. 


Post-free subscription rates (from any month ) :— 
INLAND : Re. 8/- (Lyr.) Res, 12/- (2 yrs.) 
FOREIGN : Rs. 10/- (l yr.) Re, 16/- (2 yrs.) 


Single Copy !2 annas 


Advertisement rates and other informations from 
HONY. SECRETARY 


YOUR HEALH 
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Correct diagnosis depends | 
on accurate radiographs 


INDISPENSABLE aids in the critical task of diagnosis, are © -GERAK: TESTED GEaNe 
Developing and replenishing pow- 


radiographs that are rich in detail — correct in contrast. ders: fixers; wetting agents, etc. 


To be sure of accurate results, the radiologist must be 
© EXPOSURE EQUIPMENT: 


certain that all factors are carefully controlled. That is Intensifying screens; X-ray cas- 
why it is so important to specify dependable ‘Kodak’ X-ray settes; exposure holders, etc. 
Film and ‘Kodak’ X-ray Chemicals. . .quality products © PROCESSING EQUIPMENT: 

that are made to work together to produce the finest results. Film hangers; film clips; corner 


cutters; processing tanks; drying 
Please feel free to consult the Medical Advisory Service cabinets; safelight lamps, etc. 
of Kodak Limited. Their advice is based on the world’s © VIEWING EQUIPMENT: 


widest experience of radiography. X-ray illuminators of various types. 


For consistent X-ray results, 
follow this simple rule: 
use ‘Kodak’ X-ray Film and 


process in ‘Kodak’ Chemicals 


Kodak Limited (Incorporated in England with Limited Liability) 
Bombay - Delhi Madras 
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BAILLIERE, TINDALL & COX 


A THERAPEUTIC INDEX 


By C. M. Miller, M.D. (Lond.), M.R.C.P. (Lond.), 
Consultant Physician, Sefton General Hospital, 
Liverpool, and B. K. Ellenbogen, M.D. (L’pool.) 
M.R.C.P. (Lond.), Consultant Physician, St. 
Catherine's Hospital, Birkenhead. 


A concise, pocket size volume which concentrates 
on the salient features of modern treatment and 
provides quick answers to most of the problems 
likely to be encountered by the general practi- 
tioner and housemen. It is most valuable in times 
of emergency and will be read with profit for 
it’s sound guidance on practical procedures, incu- 
bation and isolation periods, diets, dosages and 
tests. 


“An sensible and reliable guide”’—The Lancet. 
“An ever-ready help for the practitioner” 
—Medical Press. 
Second Edition, pp. xii + 154. 
Price 12s. 6d., Postage Is. Extra. 


MUNRO KERR’S 
OPERATIVE OBSTETRICS. 


By J. Chassar Moir, M. A., M. D., F, R.C.S. (Edin.), 
F.R.C.O.G., Nuffield Professor of Obstetrics 
and Gynaecology, University of Oxford, 


This book presents a reasoned discussion of the 
problems of dystocia and the complications of 
Childbirth and gives full consideration to the 
means by which abnormalities can be detected, to 
the possibility of correcting existing abnormalities 
and the manner in which surprise emergencies 
should be treated. Figures indicating the results 
to be expected are given. 


A careful balance between a policy of needless 
intervention on one hand and of excessive con- 
servatism on the other is maintained throughout. 


Sixth Edition, Pp. xii +1008, with 413 illustration in line and 
halftone and four colour plates. Price 105s. Postage 2s. 3d. Extra. 


NEW EDITIONS IN THE STUDENTS’ AIDS SERIES 


AIDS TO OPTHALMOLOGY 


By P. Mc G. Moffatt, M.D., C. P, F. S. 
D.O.M.S.. Ophthalmic Surgeon and Lecturer, 
West London Hospital, Moorfields, Westminister 
and Central Eye Hospital. 


Eleventh Edition, 296 pages, 119 illustration. Price 10s. 6d. 
Postage Is. Extra. 


' AIDS TO MATERIA MEDICA 
By j. W. Hadgraft, F.P.S. Chief Pharmacist, Royal 
Free Hospital, London. 


Fifth Edition, 268 pages. Price 10s. 6d. 
Postage Is. Extra. 


AIDS TO DIAGNOSIS & TREATMENT 
OF DISEASES OF CHILDREN 


By F. M. B. Allen, M.D., F.R.C.P. (Lond.), Nuffield 
Professor of Child Health, Queen’s University, 
Belfast, & O. D Fisher, M.D., M.R.C.P., D.C.H., 
Lecturer in Child Health, Queen’s University, 
Belfast. 
Tenth Edition, 310 pages. Price 10s. 6d. 
Postage Is. Extra. 


AIDS TO BACTERIOLOGY 


By H. W, Scott - Wilson. B.Sc., B.M., B. Ch. (Oxon), 
Director of the Laboratories of Pathology and Public 
Health, London. 
Ninth Edition, 408 pages. Price 12s. 6d. 
Postage Is. Extra. 


Prices quoted are in Sterling 


7 & 8, HENRIETTA STREET, LONDON, W. C, 2. 
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< “KNOW THE INDIAN PHARMACEUTICAL INDUSTRY BETTER” ... 


Dear Doctor, 


In the previous insertions we have given you details of the rigid 
control of the Drugs Control Administration on the Pharmaceutical 
products manufactured in India, Thus, it must have been observed 
that the products manufactured by the Indian Pharmaceutical Industry 
have to conform to the standards laid down in the prescribed Pharma- 
copoeias such as |.P., B.P., U.S.P., as also the B.P.C., and N.F. 


To attain these standards the manufacturers have to carry out 
tests right from the basic raw materials to the final. packing by using . 
chemical, microbiological, spectro—photometric and biological methods 
of analysis to ensure stability, sterility, potency, pyrogen limit tests, etc. 


In the event of any complaint, regarding the quality of the Indian 
Pharmaceutical products, will you kindly oblige us, Doctor, by approaching 
either the Drugs Controller in your State or this Organization > We 
assure you of our prompt attention in such an eventuality. 


Yours truly, 


SPECIAL COMMITTEE FOR PHARMACEUTICAL INDUSTRY 
OF THE A.-LM.O. 


4th FLOOR, CO-OPERATIVE INSURANCE BLDG., 
SIR P. M. ROAD, BOMBAY 1. 


“WE KNOW MANY A LIFE DEPENDS ON HOW WELL WE DO OUR WORK” 
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where PAIN is a symptom... 


5 
Therapy of the underlying causal condition oe 
is no doubt the prime consideration. How- HEADAGME 
ever, when treatment of the basic disease TOOTHACHE 


does not or cannot afford prompt relief, 
‘ANACIN’ will often alleviate the distress 
of pain and impart a sense of well-being. 


ANACIN’ is a non-toxic and clinically 
dependable preparation, specially 
formulated to provide a prolonged 
period of analgesia with a single dose 


of. 1 or 2 tablets. 
Composition 
Quinine 1/4 gr. Aspirin 3 gr. 
Phenacetin 3 gr. Caffeine 1/4 gr 
| In piifer-proof containers 
4 of 32 tablets and packets 
ANALGESIC TABLETS of 2 tablets each. 


Manufactured and Distributed by: 
GEOFFREY MANNERS & COMPANY PRIVATE LIMITED, BOMBAY 
Trademark Proprietors: 
WHITEHALL PHARMACAL COMPANY, NEW YORK, U.S.A. 
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For perfection in 


RADIOLOGY 


e Reliable diagnosis 


Constant exposure data 


Ak eo | e Uniform darkroom processing 


e Sharp definition 
© High speed 


X & AY e Excellent contrast 


Clear and Blue Base 


® 198, Jamshedji Tata Road, 
Bombay |. 


Behind Kamla Market, 
New Delhi 13. 


3!, Chittaranjan Avenue, 
Calcutta 12 


@ 202, Mount Road, Madras 2. 
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tor the treatment of COUGH 


Glycodin Terp Vasaka (G.T.V.) soothes the 
irritation and inflammation of the respiratory 
mucosa, eases the cough reflex and relieves 
the dry irritating cough. 

COMPOSITION : 

Each 3.6 c.c. contains :- 

Antimony Potassium Tartrate B. P. 0.4 mg. (1/160 gr.*) 


Terpene Hydrate B. P.C. 8 mg. (1/8 gr.*) 
Codeine Phosphate B. P. 8 mg. (1/8 gr.*) 
Menthol B P. 2.7 mg. (1/24 gr.*) 
Syrup Tolu B. P. 0.9 (15° min.*) 
Syrup Vasaka q. 5. 


VASAKA 
Each 3.6 c.c. (fl. dr.*) of G. T. V. with Guaiacol 


contains in addition:- 


Potassium Guaiacol Sulphonate B.P.C. 0.13 G. 
(2 gr.*) 


FA imat hecary equivalent 


ALEMBIC CHEMICAL WORKS CO. LTD., BARODA-3. 


YOU CAN PUT YOUR CONFIDENCE IN ALEMBIEC 
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The greatly reduced incidence of gastric distress 
following the administration of Co-DeLTRA and 
Co-HYDELTRA, permits the use of the two most potent 
steroids in the treatment of a wider group of patients. 


MULTIPLE COMPRESSED TABLETS 


TRADE — MARR TRADE MARK 


CO-DELTRA/CO-HYDELTRA 


(PREDNISONE BUFFERED) (PREDNIGOLONE BUFFERED) 


MERCK SHARP & DOHME INTERNATIONAL 
DIVISION OF MERCK & CO., INc., 161 Avenue of the Americas, New York 13, N.Y.,U.S.A. 


MARTIN & HARRIS. (PRIVATE) LTD, 


Distributors for MERCK-SHARP & DOHME INTERNATIONAL 
161, Avenue of the Americas, New York 13, N.Y., U.S.A. 
Offices in CALCUTTA, BOMBAY, MADRAS, DELHI, RANGOON. 
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IDEAL TONIC for 


Containing 
Vitamins 


A,D, By, Br, Bn, 
Ss lron, Calcium 
= & Malt Extract. 


} 
A PRODUCT OF Cipla, BOMBAY-8, 


“Cipla Sales Depot ” 
P-33, Ganesh Ch. Avenue, Calcutta-12 


Growing Children « | 

5 Nursing Mothers... 

SSS 
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the new sedative 
safe and not habit forming 


psychosomatic-plegic 
tranquilizer 
neuromuscular relaxant 
anticonvulsaaol 


Pertrang 


Packing 


BOXES OF !2 or 40 x 400 mg 
TABLETS 


Set for India 
RANBAXY & CO. PRIVATE LTD. 


RO. Box 10@4-New Delhi 


Branches: BOMBAY CALCUTTA MADRAS DELHI KANPUR 
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Aun 6,500 of us in Hindustan Lover, a small out strict tests on each product from the raw 
army of men and women, have something very material stage to the finished article. The Dalda 
important in common. For us, it is not enough Advisory Service and the Washing Inform- 
to make soaps, toiletries and cooking fats—with ation Service are there to help you make the 
each of our products we aim to give you what ' wee use of our products. 
you need in unvarying quality, so that you— ™ .. 
the famailies of India—may know end trust end | “? And what are these products? You know 
use them. them well—Sunlight Soap, for instance... 
For almost eighty years, oo Lifebuoy ... Lax ... Rexona ... Gibbs 
your growing needs. And, like a flowering plant, © 8.R. Toothpaste... Dalda Vanaspati... 
we have put forth new and exciting blooms— and others that have become household friends. 
dynamic pioneering activities behind the actual We are proud that so many of you have chosen 
manufacturing scenes. Our Market Research to use them every day in your homes. At the 
department—unique in this country—carefully same time we realise that your patronage lays 
studies your preferences, your habits and upon us a duty, that of keeping steady our 
opinions, and guides production with its find- common aim, to offer the very best quality and 
ings. Our Quality Control department carries value to our customers... to you! 


HINDUSTAN LEVER "SERVES THE HOME 


BLL. 2-X58 


| 
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A mild psychomotor stimulant 


Regd. Trade Mark 


CHEMICALLY NEW AND CLINICALLY DIFFERENT 
BRIGHTENS MOOD AND STEPS UP.PERFORMANCE. 
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for expectant and nursing mothers 


Made from fullcream fresh milk and the 
nutritive extracts of whea: flour and malted 
barley, Horlicks forms an excellent addition 
to the diet of expectant and nursing mothers. 
If it is taken regularly during pregnancy 
Horlicks helps to prevent and relieve morning 
sickness. It is the opinion of many doctors 
and nurses that Horlicks ensures a regular 
supply of breast milk. Many mothers who 
have previously failed to breast feed their 
babies have been able to do so after taking 
Horlicks regularly. 


HORLICKS 


Prescribed with confidence for over seventy years 


Bo 
\ 


In anxiety 


States... 


three-fold 
effective 
therapy 


Anxine Tablets provide the complete sympto- 
matic treatment of anxiety states by improving 
mood and increasing confidence, by inducing 
gentle sedation and allaying anxiety, and by 
securing the optimal degree of muscular relax- 
ation. 

Although each of the three components of 
Anxine Tablets, dexamphetamine sulphate, 
cyclobarbitone and mephenesin, makes an 
important contribution to the amelioration of the symptoms of anxiety states, none is 
adequate alone. It is only when they are combined, in the form of Anxine Tablets, 
that maximum control of symptoms is achieved. 

Anxine Tablets are indicated in the treatment of anxiety states, psychoneuroses and 
psychosomatic disorders. Anxine will produce rapid improvement in cases where 
mental or emotional tension is an important factor, in depression and neurasthenia, 
and in those patients suffering from the many ill-defined anxieties and fears which can 
so profoundly and adversely affect general health. 


ANXIN 


Ecch table: contains :— 
DEXAMPHETAMINE SULPHATE 
CYCLOBARBITONE 
MEPHENESIN 
ALLEN & HANS UR Y 


(INCORPORATED. ENGLAND> THE ABILITY OF THE MEMBERS OF THE 
CALCUTTA BOMBAY 
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Announcing 


(Vitamins A, D, E with Calcium) 


Each capsule contains: 


Vitamin A, U.S.P. 6000 1.U. 
Vitamin D, B.P. 1000 1.U. 
Vitamin E 1.0 mg. 

Calcium Lactophosphate 100 mg. 


Excess vitamins have been added to compensate for 
any possible loss on storage. 


Indications: 


Avitaminosis due to poor absorption, infancy, 
pregnancy, lactation, rickets, tetany, osteomalacia, 
hypoparathyroldism, bone fractures, tuberculosis 
and cirrhosis of the liver. 


Dosage: 


One to four capsules daily or more as directed by 
the physician. 


Packing: 
Bottles of 30 and 100 capsules. Tins of S00 copsules. 


A Product of 


TEDDINGTON CHEMICAL FACTORY PRIVATE LTD., BOMBAY 
Sole Distributors: W. T. SUREN & CO. PRIVATE LTD. 


P. O. Box 229, Bombay | 
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MILK FOR THE BABY 


NO BETTER MILK AND NO BETTER 
THAN BREAST MILK SUBSTITUTE THAN 


LACTODEX 


A HUMANIZED AND HOMOGENIZED 


MILK - MALTOSE - DEXTRIN COMPOUND . 


@ CONTAINS PROTEIN & CARBOHYDRATE THE 
SAME PROPORTIONS AS BREAST MILK 

@LOW IN FAT : 

@ EASILY DIGESTED & COMPLETELY ASSIMILATED 

@PREVENTS AND CHECKS DIARRHOEA 

@ RICH IN GROWTH PROMOTING PROPERTIES 


PLEASANT IN TASTE 
MAKES AN INVITING BEVERAGE FOR ADULT 
Tins of 1 Ib. 
Particulars from; RAPTAKOS, BRETT & CO., PRIVATELTD., WORLI, BOMBAY 


_ always the underlying factor—BRONCHOSPASM—can be treated immediately 
with FELSOL. Physicians in all parts of the world to which it has been 
introduced, have for years relied implicitly on FELSOL for the instant relief 
Yi, it gives in an attack of asthma, no matter what the basic cause. 
Zi, FELSOL acts directly on the bronchial musculature and indirectly 
%, through the vagus and sympathetic. 


Clinical sample and literature on request. 
THE ANGLO-FRENCH DRUG COMPANY (ESTN.), LTD. 
24-26 TARDEO ROAD, BOMBAY, 7. 


GRITISH FELSOL COMPANY LTD., 206/212, ST. JOHN STREET, LONDON, £.6.1 


| 
os ae Full relief in perfect effect 
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FOR MODERN THERAPY OF RHEUMATISM 


Bottles of 20 tablets 


SOLE AGENTS FOR INOIA 


Salicortin 


Dacortin Wlewk + Acetylsalicylic acid 
+Vitamin C (Cebion) + alunmiym hydroxide gel 


CAPCO PRIVATE LIMITED, E.MERCK DEPARTMENT 


P.O. Box 1652, Bombay-! 
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for calcium deficiency states 


(Colloidal calcium with vitamin D) 


Presenting a more potent and more palatable 
form of the well known Collo-Cal-D Oral. 
This is a creamy orange flavoured elixir 
containing 500 i.u. vitamin D3 

and 480 mg. calcium per teaspoonful. 


available in 4 oz. bottles. 


with 


(Colloids! calcium, vitamin D and vitamin Bi2) 


The tonic value and growth promoting action 

of vitamin B;2 is well recognised and its 

addition to Collo-Cal-D is therefore logical. This 
new formulation provides a 0.85% solution 

of the calcium salt of oleic acid with 5,000 i.u. 
vitamin D and 50 yg. vitamin B;2 per ml. 

for intramuscular or subcutaneous injection. 


Supplied in 15 ml. r.c. vials. 


(Incorporated in England. The liability of Members is limited) 


LABORATORIES LIMITED 
COURT HOUSE, CARNAC ROAD, BOMBAY-2 


In sickness, whatever the cause—travel sick- 
ness, pregnancy vomiting or radiation sickness 
—Ancolan gives prompt relief. 
This unique antihistaminic is also widely used 
in allergic conditions. 

@ A single dose of Ancolan acts for 24 hours 

@ Ancolan does not cause drowsiness 

@ Ancolan is tasteless 

@ Ancolan is very economical 


ANCOLAN 


(meclozine dihydrochloride) 
Tablets (scored) containing 25 mg. e Bottles of 25 and 100 


BRITISH DRUG HOUSES (INDIA) PRIVATE LIMITED 
P.O. Box 1341, BOMBAY-1 
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Modern surgery demands ever-increasing 
quantities of medical gases, which has 
hitherto involved the constant move- 
ment of cylinders, bringing in their 
wake inevitable noise and distraction 
where quiet efficiency would 
otherwise prevail. A Pipe-Line 
system for the internal distribu- 
tion of gases has now been 
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cylinders and trolleys in the theatres 
and wards can be totally eliminated. 
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ORIGINAL ARTICLES 


A STUDY OF THE SEASONAL VARIATION IN THE BIOLOGICAL RESPONSE OF 
MALE FROG RANA TIGRINA TO INJECTION OF PREGNANCY URINE AND 


CHORIONIC GONADOTROPINS IN UTTAR PRADESH 


INDU MOHAN GUPTA, mb. 


Clinical Pathologist and Reader in Pathology 
Kasturba Medical College, Mangalore 


Biological tests for the diagnosis of pregnancy 
_and its allied conditions are based on the principle 
that chorionic gonadotropin is excreted in large 
quantities throughout pregnancy. It was Mainini 
who in 1947 used for the first time, the South 
American male toad Bufo arenarum, and showed 
that this animal, when injected with urine from 
a pregnant woman, will emit spermatozoa into its 
urine, which could be collected for demonstration 
from the cloaca of the animal. He showed that 
such reaction was highly accurate, rapid and 
simple means of diagnosis of pregnancy. Since 
the publication of Mainini’s original paper, a 
very large number of species of male frogs and 
toads have been used for the purpose, each 
author employing the animal species commonly 
available locally. The subject has been exhaus- 
tively reviewed by Bhaduri (1951). 


In India, Bhaduri and Bardhan (1949) and 
Mukherjee and Saha (1952) have reported favour- 
ably on the use of male frog Rana tigrina as a 
laboratory animal for pregnancy test. The latter 
authors claimed an overall accuracy of more than 
98 per cent in tests performed on cases of normal 
and abnormal pregnancies and concluded that, 
“the Indian male frogs Rana tigrina are suitable 
and economical animals for use in the pregnancy 
diagnostic. centres’’. 

My own observations of pregnancy tests per- 
formed on male frog Rana tigrina commonly 
found in Lucknow, U.P., however, showed that 
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there was no uniformity in the results of frog 
test performed during the different seasons of the 
year, These results are summarised in Table 1. 


TaBLe 1—SHOWING THE RESULTS OF THE FROG 
PREGNANCY TEST 


Period of the year Resealte 

when the tests were False 
performed 
positive negative 

December to March.. 47 Nil o>. 
April pe 19 i! 
May to middle of 

November ma 178 167 11 


Table 1 shows that from December to March 
(winter in Uttar Pradesh), the frogs did not give 
any ‘correct positive’ response to injection of 
urine from known cases of pregnancy. This, 
incidentally, corresponds to the hibernating 
period of frogs in Uttar Pradesh. During April, 
some of the frogs gave ‘correct positive’ result 
while in others the results were ‘false negative’. 
During the remaining parts of the year, i.e., from 
May to the middle of November the frog Rana 
tigrina responded well to injection of pregnancy 
urine and the overall accuracy of the pregnancy 
test is 94 per cent. Further, this variation in the - 
biological response during the different seasons 
was also observed when the frogs were injected 
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with suitable doses of a proprietary preparation 
of chorionic gonadotropin (Table 2). It may be 
noted that the injection of chorionic gonadotropin 
has the same functional effect on the testes of the 
animal as is obtained by injection. of pregnancy 
urine and that this hormone has been widely used 
in the evaluation of frog pregnancy test by several 
workers, notable amongst others being Brandfass 
and Massa (1949). Animals injected with 30 I.U. 
or more of Antuitrin S (standardised preparation 
of chorionic gonadotropin manufactured by Parke 
Davis & Co., U.S.A.) only have been considered 
for analysis since lesser dosage than that were 
shown to give inconsistent results. 


TABLE 2—SHOWING THE RESULTS OF TESTS PERFORMED 
WITH ANTUITRIN S 


Period of the year Results 
when the tests were Total No. 
ed of tests Correct False 
perform positive negative 
December to March .. 21 Nil 21 
April PN ye 23 20 3 
May to middle of 


November o 56 48 8 


_On the basis of the observations recorded in 
Tables 1 and 2 above, it was concluded that the 
male frog Rana tigrina cannot be regarded a suit- 
able laboratory animal for pregnancy test in Uttar 
Pradesh throughout the year. In the context of 
the above findings, it was considered necessary to 
determine the possible factors which may be 
responsible for this altered behaviour in the 
response of frog Rana tigrina during the different 
seasons to the chorionic gonadotropin. In the 
present communication, it is intended to describe 
briefly the various procedures carried ‘out to study 
the mature and ‘cause of this altered response by 
the animal and to correlate the results of such 
study to the findings of the pregnancy test. 


OBSERVATIONS AND. RESULTS 


Effect of temperature—The mean temperature 
for each month (Fig. 1) was calculated by noting 
the mean temperature of each day and night for 
the whole month, adding up the figures and 
dividing the total obtained by the number of days 
in a month. It may be observed that the atmos- 
pheric temperature falls down considerably 
during the months. from November to March, 
which corresponds closely to the period when the 
frogs were refractory to injection of pregnancy 
urine or the chorionic gonadotropin. It was, 
therefore, considered worthwhile’ to keep the 


animals under controlled conditions of higher 
temperature than that of the atmosphere to see 
if it had any beneficial effect on the biological 
response of the animal. For this -uprpose the 


IN CENTIGRADE 
& 


TEMPERATURE 


JUNE. JULY AUG SEPT OCT NOV DEC JAN FEB MAR APR MAY 


MONTHS 
Fic. 1—SHOWING THE MEAN MONTHLY TEMPERATURE IN 
Lucknow, UTrar PRADESH, 

animals were kept in a cage in an electric in- 
cubator at the temperature range of 30°C. to 
34°C. (atmospheric temperature 16°C. to 249°C.). 
In the first few instances the frogs showed signs 
of dehydration and some of them died in three 
to four days. Subsequently, however, frogs were 
exposed for a short-while every day to the out- 
side atmosphere and a bowl of water was kept in- 
side the incubator perhaps to some advantage. 
With these modified conditions the animals 
thrived well for a considerable period and did not 
die or show marked signs of dehydration. Preg- 
nancy tests with urine from known cases of preg- 
nancy were then performed on these animals 
which had been kept under controlled conditions 
for a period of one week. Thirteen such tests were 
done. The results (all negative) showed that the 
keeping of the animal under conditions of raised 
temperature did not have any beneficial effect on 
its response to injection of pregnancy urine. 

Effect of thyroid administration—It is known 
that the frogs Rana tigrina are physiologically in 
a state of ‘rest’ during the period of hibernation, 
and -this corresponded to the ‘period when the 


‘frog: tests were repeatedly ‘false negative’, viz., 


Decembér to March. The metabolic activities of the 
frog being at its lowest ebb during this period, 
administration of thyroid was carried out to sée 
if it would thave any beneficial effect on the 
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responsiveness of the frog to the injection of 
pregnancy urine. 

The desage of thyroid given to frogs was 
roughly in the same proportion per Kg. of body 
weight as that given by Gaddum (1930), Gaddum 
(1948) also showed that thyroxine when given by 
mouth is absorbed in small and irregular quantities 
and when injected subcutaneously or intra- 
venously, the effect of injection is slow to develop 
and reaches a maximum after sometime only. 
Hence, thyroid was administered to some frogs 
by the oral route and to others parenterally. For 
oral administration, thyroid tablets were dissolved 
in water and then the required dose was poured 
down the gullet of the animals. Thyroxine was 
administered subcutaneously. The exact dosage 
and the mode of administration in the different 
animals and the results of frog test performed on 
those animals have been detailed out in Table 3. 
It may be noted that in each animal the preg- 
nancy test with urine from known cases of 
pregnancy was performed seven days after the 
administration of the last dose of thyroid. 


TaBLg 3—SHOWING THe EFFECT oF ADMINISTRATION 
or THYROID 


Dosage and mode of 
administration 


1:28 mg. daily, given orally for 


6 days: Total 7-68 mg. on Negative 


16 mg. given orally in a single dose 1 Negative 
32 mg. given orally in a single dose 1 Negative 
1 mg. thyroxine subcutaneously. 

Single injection 1 Positive 
2 mg. thyroxine subcutaneously. 

Single injection bes =" 1 Negative 
3 mg. thyroxine subcutaneously 

Single injection Se ous 1 Negative 


Table 3 shows that out of the ten such tests 
performed nine were ‘false negative’ and one 
‘correct positive’. ‘This ‘positive’ result obtained 
in one of the animals may be a chance reaction 
where the testes of the animal were perhaps func- 
tionally active (vide infra). The histological study 
of the testes of this frog was not done. It would 
thus seem, that administration of thyroid does 
not have any beneficial effect on the responsive- 
ness of frogs to injection of urine from pregnant 
women during the hibernating period of the 
animals. 

Histological appearances of the testes of frog 
Rana tigrina during the different parts of the year. 
—It was apprehended that ‘false negative’ re- 
actions obtained in pregnancy tests performed on 


animals during their hibernating period may be 
because of physiologically non-active testes. It 
was, therefore, considered necessary to study the 
histological appearances of the testes to determine 
their functional state during the different parts of 
year. For this purpose some of the animals on 
whom the frog pregnancy test was performed 
during the different months were selected at re- 
gular intervals and their testes were studied 
histologically after killing the animals by chloro- 
form. The sections were studied by the ordinary 
haematoxylin and eosin method. 

In the transverse sections of the testes 
of frog Rana tigrina taken about the end of 
November and early December, the walls of 
the testicular crypts are seen to be lined by 
a single layer of germinal epithelium. These 
cells are large cuboidal or low columnar in 
shape with prominent nuclei and granular 
acidophilic cytoplasm (Fig. 2, vide Plate). These 
cells are apparently in a resting state. In some 
of the crypts, the cytoplasm of the lining cells 
presents a markedly vacuolated appearance (Fig. 
3, vide Plate) displacing the nuclei to one corner 
of the cells (? fatty degeneration). The spermato- 
zoa by this time have been almost completely 
shed and only a few scattered groups of them are 
seen lying in the cavities of the crypts and a few 
others are seen attached to the wall of the testi- 
cular crypts. 

Towards the end of December almost no sper- 
matozoa are seen in the testicular crypts. 

During January and the middle of February 
germinal epithelial cells, referred to above, 
actively proliferate and give rise to masses of cells 
looking like bunches of grapes (Fig. 4, vide 
Plate). In some cases they completely obliterate 
the cavity of the crypt. These masses may be 
stated to correspond to those described by Bloom- 
field (1881) as sperm morulae or sperm polyplast. 
The cells. which form these masses are the sper- 
matogonia. Nucleus of a spermatogonium at this 
stage consists of a network of thread which fills 
the whole of it and the chromatin is distributed 
over it in small masses. These spermatogonia 
then pass through a growth period, their nuclei 
undergoing marked visible transformations. 
Apparently, these spermatogonia give rise to sper- 
matocytes and later on to spermatids, but the 
exact details of the reduction division were no- 
where observed in the H. & E. preparations. The 
spermatids are smaller in size and contain deeply 
staining and compact nuclei (Fig. 5, vide Plate). 

Sections taken during March and April show 
the transformation of these spermatids into sper- 
matozoa, a process called spermateliosis or sper- 
miogenesis, The nuclei of the spermatids elongate 
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to form the heads and the protoplasm gives rise to 
tail formation. Different stages of such transfor- 
mation could be beautifully made out in the 
different testicular crypts (Fig 6, vide Plate). In 
the final stages, which is towards the end of 
April, some of the testicular crypts are seen to 
contain ripe and well formed spermatozoa while 
the remaining crypts contain the intermediate 
stages only. 

In sections taken during May and June, well 
formed spermatozoa can be seen arranged in very 
large numbers in bundles, being attached with 
remarkable regularity to the supporting cells of 
the testicular crypts (Fig. 7, vide Plate). This 
state of the testes continues till the end of Sep- 
tember or the beginning of October, when the 
spermatozoa tend to shed again and by the end 
of November the testes assume a form in which 
the crypts are lined by a single layer of germinal 
epithelium with surviving spermatozoa scattered 
irregularly in the testicular crypts. From this 
resting germinal epithelium sperm morulae are 
formed, which in turn would give rise to a fresh 
crop of spermatozoa for the next year. 

It needs to be pointed out here, that the kid- 
neys were also studied along with the testes for 
the histological appearances, as they are closely 
related anatomically to each other in frog Rana 
tigrina and the spermatozoa released from the 
testes pass through the kidneys and the ureters 
before reaching the cloaca. This study revealed 
that the spermatozoa which passed through the 
kidneys in the different animals showing a posi- 
tive frog test, differed considerably in number 
from animal to animal. Animals in which the 
testicular crypts were full of ripe spermatozoa at 
the time of the test, the number of spermatozoa 
which passed through the renal tubules or the 
ureter was very large while in the animals in 
which the testicular crypts contained relatively 
less spermatozoa a correspondingly less number 
of spermatozoa was seen to pass through the 
renal tracts. Indeed, in those animals where the 
testicular crypts seemed almost completely ex- 
hausted, the number of spermatozoa seen in the 
urinary tract was extremely small. This differ- 
ence in the number of spermatozoa was also 
noticeable per field of microscope when reading 
the result of the frog pregnancy tests. us, it 
was noticed that during those months when the 
testicular crypts were full of spermatozoa, viz., 
May to October, spermatozoa seen per high field of 
microscope in a positive frog test were consider- 
ably more than in November when the number 
seen was considerably reduced. This would 
Gbviously be expected as it has been noted above 


that the testes of frog Rana tigrina get almost 
completely exhausted of their spermatozoa by the 
end of that time. é 


DISCUSSION 


Observations recorded above show that the 
conditions of atmospheric temperature or the 
basal metabolic state of the animal have little re- 
lationship to the seasonal variation in the response 
of the male frog Rana tigrina to injection of preg- 
nancy urine. The histological study, however, 
shows that a definite relationship exists between 
the observed histological appearances and the 
different response obtained in the animals at 
different times. This may be summarised as 
follows : 

The results of the frog test performed on male 
frogs Rana tigrina depend entirely on the func- 
tioning state of the testes of the animal at the 
time when the test is performed. When frog tests 
are performed during the months of from May to 
November, i.e., the time when the testicular crypts 
contain ripe spermatozoa in sufficiently large 
numbers results of the tests are satisfactory, i.e., 
the results are ‘correct positive’ in most of the 
tests performed. On the other hand, during the 
months of from December to March, the results 
of the frog test performed from pregnancy urine 
are never ‘correct positive’ but are always ‘false 
negative’, i.e., the frog does not emit spermatozoa 
on injection of pregnancy urine. ‘This corres- 
ponds to the period when the testicular crypts of 
the frog are physiologically exhausted of their ripe 
spermatozoa. During April, the results of the 
frog test are inconsistent and some tests are ‘cor- 
rect positive’ while the remaining are ‘false nega- 
tive’. This is the period when the formation of 
ripe and mature spermatozoa is in its terminal 
stages and in some instances the mature sperma- 
tozoa are seen lying in the testicular crypts. 

Comparing the findings recorded above in 
Rana tigrina with those of the other workers in 
other countries on different species of frogs and 
toads, it would be noted that the present observa- 
tions are in line with those of Schockaert et al 
(1948) who maintained that the hibernating males 
of Rana esculenta could not be used for the test 


, because spermatogenesis was dormant in winter 


and Bieniarz (1950) who provided histological 
evidence to show that the testes in some 
frogs get physiologically exhausted after the 
breeding season is over and would, there- 
fore, not react normally to injections of 
chorionic gonadotropins. Regarding the obser- 
vations of Mukherjee and Saha (1952) who 
claimed an overall accuracy of more than 98 per 
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cent a detailed study carried out throughout the 
year would probably reveal different results with 
them as well. Another possibility, which could 
explain this discrepancy in observations would be 
that the mode of spermatogenesis in Rana tigrina 
may be different in different places. In a place 
like Lucknow, Uttar Pradesh where there are 
extreme conditions of heat and cold, and the 
breeding season is confined to a certain part of 
the year only, the mode of spermatogenesis may 
be different owing to a prolonged hibernation 
period in contrast to conditions at Calcutta, where 
there are no extremes of temperature during the 
hot and cold seasons and also where the atmos- 
pheric humidity is relatively higher and where 
the breeding may be going on throughout the 
year. 


SUMMARY 


The present study shows that the difference 
in behaviour of the animal in different parts of 
the season has no relationship to the atmospheric 
temperature or the basal metabolic state of the 
animal but is due to the difference in the physio- 
logical state of the testes of the animal during 
the different seasons of the year. Histological 
appearances of the testes reveal that the spermato- 
genetic activity in the testes of the frég with forma- 
tion of ripe spermatozoa occurs in some parts of 
the year only while it is absent during the remain- 
ing parts of the year. The usefulness of Rana 
tigrina for the test depends upon whether the 
ripe spermatozoa are present or absent in the 
testes at the time of performing the test. 
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EXPERIENCES OF MEDICAL SURVEY IN 
CENTRAL NEPAL 


ATSUSHI TOKUNAGA, 


First Department of Surgery, 
Osaka University School of Medicine 


Osaka, Japan 


During the Third Japanese Himalayan 
Expedition to Mt, Manaslu (Nepal Himalaya) in 
1956, we carried on a medical survey in the 
central part of Nepal, through which lay our 
course to Manaslu. We departed from Katmandu 
on March 11, and reached the foot of Manaslu on 
March 28, via the Buri Gandaki Valley. After 
successfully scaling the mountain, we took 
our way back to Pokhara along the Marsyandi 
Valley. 


This central region of Nepal is divided into 
three parts according to climatic and geographical 
features, i.e., South, Middle and North Terri- 
tories (Fig. 1). 

The South Territory is located at a height less 
than 1,500 metres (about” 5,000 ft.) on the south 
side of Nepal-Himalayan range, and there are 
scores of hills. It has a climate of subtropic con- 
tinental basin. 


The North Territory lies at an altitude of over 
3,000 meters (about 10,000 ft.) on the north side 
of the Himalayan range, and is called ‘Tibetan 
area’. It has the same climate as the Tibetan 
Tableland. Its inhabitants are Tibetans who live 
along the valleys under severe climatic conditions. 
This territory proved to be an important and 
interesting area for medical investigations for the 
life of Tibetans to which ordinarily we do not 
have access today. 


The Middle Territory is a shifting area be- 
tween the North and South Territories, which are 
quite different to each other. 


This medical survey was made among our 
porters, and the inhabitants of the regions. 
Table 1 shows the types of affection observed in 
the course of our expedition. 


*A member of the Japanese Himalayan Expedition 
to Mt. Manaslu 1956. 
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Fic. 1—Sketco Map oF CENTRAL NEPAL HIMALAYA. 


= Route of expedition. 


DISEASES IN THE SOUTH TERRITORY 


In the south territory there were tropical and 
epidemic diseases, such as malaria, dysentery, etc. 
According to the medical records in the past 
Himalayan expedition, malaria, dysentery and 
typhoid fever constituted the most dangerous and 
the largest menace to the expeditionary forces. 
the report (Hayashi, 1954) of the 1952 Manaslu 
Japanese reconnaissance expedition tells us that 
there glvere a number of patients suffering from 
typhoid fever even in the North Territory. How- 
ever, no case of typhoid fever was encountered 
in our expedition. No cholera case was ex- 
perienced, either. The bacteria of such diseases 
are brought by Tibetan porters who usually pass 
through the branches of the Ganges river, e.g., 
Buri Gandaki Valley, Marsyandi Valley, Trisuli 
Gandaki Valley and Kari Gandaki Valley, from 
their native land to the southern side, Nepal and 
India, in order to exchange their Tibetan salt for 
their daily necessaries. This apparent fewness of 
the incidence of typhoid fever in our observation 
speaks of recently improved conditions of this 
area, especially the South Territory where lies the 
origin of these epidemic diseases. 


=Borderline of South, Middle and North Territories. 


We observed malaria tremendously rampant 
in this territory, around Argat Bazar and Pokhara, 
almost a quarter of our 400 porters had malaria 
histories. Thanks to the prophylactic measures, 
no one of the team suffered from malaria. 

Besides, there were two patients suffering from 
snakebite poisoning on our way back. 


DISEASES IN THE NORTH TERRITORY 


Contrary to the South Territory, people in the 
North Territory are always exposed to strong sun- 
shine, and in winter are exposed to a cold wind 
and heavy snow-fall. Moreover they are com- 
pelled to live in the valley with a high humidity, 
because the territory is surrounded by the steep 
Himalayan ranges. Many of the dwellers were 
found suffering from diseases of the skin and the 
eye, neuralgia, asthma and rheumatism. 

Goitre has been described as an endemic dis- 
ease in the mountain districts such as the 
Alpine, Caucasian, Himalayan regions and in the 
hinterland of China, its cause being attributed to 
a lack of iodine. We could scarcely find goitre 
in the South Territory, from Katmandu to Argat 
Bazar and back from Kudi to Pokhara. In the 
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TaBLe 1—SHOWING Types oF AFFECTION AND NUMBER 
or CASES UNDER BACH CATEGORY 


Number of 
Diseases Remarks 
Skin disease... 211 
Rheumatic disease 124 
Eye disease 116 = Including 28 blind- 
ness and 14 tra- 
choma cases. 
Goitre 102. «Including 2 cancer 
cases. 
Corn of the skin 92 
Malaria 82 
Dysentery 
Trauma 33 
Parasitic disease 26 
Venereal disease 21 Including 14 gonorr- 
hoea and 5 gumma 
cases. 
Bronchitis 20 
Neuralgia 18 Including 14 sciatic 
; gout cases 
Whitlow (Panaris 12 
Asthma wal 12 
Pulmonary tuberculosis 8 
Derital caries 8 
Scrofula 8 
Appendicitis 5 
Inguinal hernia ... eo 4 
Ankylosis after fracture ... 4 
Tuberculosis of bone & joint 4 Including 2 coxitis 
tuberculosis cases. 
Smallpox 2 on 2 
Ear disease ms 2 Including 2 of deaf- 
ness. 
Filariasis 2 Including 1 elephan- 
tiasis case. 
Snake-bite poisoning 2 
Pneumonia 2 
Psychopathia 1 
Stomach cancer .. 1 
Total 956 
Undetermined 3,400 


North Territory, however, as soon as we reached 
Setipas along the Brigandaki Valley, we found a 
mass incidence of the disease.. The distribution 
of this diseaese was limited to the province be- 
tween Setipas and Kudi. 

Our goitre survey was made of the inhabitants 
of the village of Lho with a population of 250 with 
the following results : 

1. 22 per cent (55 cases) of the inhabitants 

were clinically positive. 

2. The ratio of male to female was 4 to 7. 
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3. Bilateral cystic struma predominant, and a 
few cases of struma parenchymatosa. 

4. The size of goitre was that of an adult fist, 
but the patients had few related symptoma- 
tic complaints. 

Interesting enough, the population seemed to 
be proud of this morbid development. Many of 
them were very angry or depressed when they 
had their tumours removed. These findings were 
common to other patients in the same territory. 
The cause of goitre, we believe, is attributable 
not only to a lack of iodine in potable water, but 
also to hormonal influences following exposure to 
strong ultraviolet rays (Loewy, 1932). Thyroid 
gland cancer was found in two cases. 

Their skin diseases were uncontrollable, for 
they had been already persistently chronic. 


In the North Territory, rheumatic diseases 
were mostly with goitre. Such patients complained 
of pain in the joints, viz., knees, shoulders, 
loins and feet in the order of severity. They were 
mostly with rheumatoid arthritis on a clinical 
basis. They were found oftener in the Marsyandi 
Valley than in the Buri Gandaki Valley. We 
think it is because the Marsyandi Valley is 
wider and has more sunshine and less snow in the 
basin of the valley than the Buri Gandaki Valley. 
The inhabitants in the South Territory prefer to 
live in a high place so that they may escape 
malaria. Therefore, this may result in compara- 
tively less incidence of rheumatic disease. Pyra- 
bital and its derivatives, as well as cortisone deri- 
vatives, were effective for all kinds of rheumatic 
diseases. 

Ten of the 12 asthmatic patients lived in the 
valleys of the Middle Territory and North 
Territory. 


OTHER DISEASES 


Many other diseases were also encountered 
along the course of our march. Of the 116 cases 
of eye disease, 14 had trachoma, 4 ocular foreign 
body, 28 blindness and the rest conjunctivitis. 
The cause of blindness was mostly traceable to 
trachoma pannus, the rest to ocular foreign body 
or sympathetic ophthalmia. 

There were many syphilitic (3 cases) and 
gonorrhoeal (21 cases) patients. But only a few 
patients visited us probably because they had a 
deep sense of shame for sexual matters and they 
had no adequate knowledge about venereal 
diseases. Symptoms of syphilis were all severe 
showing the stage of gumma, but there were no 
case of neurosyphilis. The case of psychopathia 
shown in Table 1 was non-syphilitic. 
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In Nepal there were many patients of pulmo- 
nary tuberculosis. as in South-East Asia. Eight 
cases of pulmonary tuberculosis were symptomati- 
cally evidenced by haemoptysis. There seemed 
many tuberculous patients who had not been 
detected. Scrofula was also high in incidence. 
Four cases of bone and joint tuberculosis showed 
involvement of the pelvis, tlie hip-joint and the 
vertebra. They were clinically diagnosed on the 
presence of deformity of the vertebrae and on for- 
mation of tuberculous fistula. 


Few cancer cases were observed during our 
expedition. This may be partially due to a com- 
paratively short span of life of the Nepali on an 
average. 


MEDICAL SITUATIONS 


Katmandu and Pokhara were the only two 
cities which had modern medical facilities in the 
area of our expedition. In Katmandu there were 
3 modern hospitals and a sanatorium. Although 
a social security system provides the principal 
source of medical treatment for the people of 
Nepal, the benefit of this system is little enjoyed 
by the people in the districts other than the two 
cities mentioned above. In the rural places, 
especially in the North Territory, few people have 
an approach to medicine. We saw many patients 
visiting us after several days’ journey over a 
lofg distance, 


In the North Territory usually a Lama does a 
doctor’s work and treats inhabitants suffering 
from all kinds of diseases. Most of our patients 
had been seen by a Lama doctor who treats them 
with herbs, moxibustion and minor operation. 
We often~recognised scar marks of moxibustion 
on their bodies, such as on the stomach pit for 
gastric diseases and on various joints for rheumatic 
arthritis. 


SUMMARY 


The results of our medical survey in Hima- 
layan expedition are as follows: 

The cases treated numbered about 4,000. 

The area covered was divided into 3 territories 
according to climate and living conditions, in re- 
ference to the incidence of various diseases. 

Local characteristics pointed out. 

General medical situations also studied. 
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OCCURRENCE OF NATURAL ANTI-H 
IN A GROUP OF INDIVIDUALS 


M. N. ROY, ms., DUTTA, 
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Medical Officers 
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S. GHOSH, M.8.B.s., L.R.C.P. (LOND.), F.R.C.S. (ENG.) 


Director 
Blood Bank, Medical College Hospitals, Calcutta 


During the routine blood bank work in Cal- 
cutta, we found that the serum of one person 
belonging to group O was showing agglutination 
not only with cells of groups A and B, but also 
with all other group O cells. There was no 
evidence of auto-agglutinin or any other abnormal 
agglutinin in this serum. The observed aggluti- 
nation was found due to the presence of anti-H 
agglutinin reacting with H substance in the red 
cells. 

The presence of anti-H in three persons 
belonging to group O was first reported in India 
by Bhende et al (1952). In their series of three 
cases, the first two were encountered as instances 
of cross-matching problem, the third case being 
detected as a result of deliberate search. The 
fourth case of anti-H.in group O was encountered 
in a male donor in 1953 at Bombay. A single case 
of anti-H in group O was reported by Simmons 
and D’Sena (1955). The sixth case was found in 
Bombay (Bhatia et al, (1955). On deliberate 
search in the same family the younger brother of 
the patient was also found to possess anti-H 
agglutinin, 

A further example of anti-H in human serum— 
“Warboy’ had been encountered. But the serum 
differs in some of its properties from Indian seruin 
and anti-H serum of animal origin (Watkins, 
1952). The serum ‘Warboy’ was obtained from 
the blood of a group B donor who did not secrete 
B and H substance in the saliva. 


Case REPORT 


The patient in question was a Hindu male who had 
never received any blood transfusion in the past. 

With known anti-A and anti-B serum the presence 
of agglutinogen in cells was identified by slide agglu- 
tination method. The group was confirmed by identifi- 
cation of agglutinin in the serum by known A and B 
cells. 

Rh, or D was detected by slide conglutination tech- 
nique. C and E were identified by tube saline method. 
10 per cent suspension of the cells in normal saline 
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was tested against anti-M and anti-N serum on the slide 
for detection of M and N agglutinogen. 

Direct Coombs’ test was performed with known anti- 
human globulin serum in tube. 

The presence of anti-H in the serum of the case en- 
countered by us was confirmed by the agglutination 
absorption technique with the saliva of secretors and 
non-secretors of all blood groups. The saliva imme- 
diately after collection was put in the boiling water for 
ten minutes. The coagulum was thrown down by cen- 
trifugation and the supernatant slightly opalescent fluid, 
pipetted off and stored in refrigerator. Before use, the 
saliva was diluted 1:5. The presence of A, B and H 
substances were tested qualitatively and .quantitatively 
by agglutination absorption technique as advocated by 
Wiener (1943). 

The cells of the patient belonged to group O, C and 
D positive, E negative, M and N positive. Direct anti- 
human globulin test (Coombs’ test) was negative. Auto- 
agglutination of the R.B.C. was negative both at 4°C 
and 37°C. 

The serum of the patient showed agglutination with 
saline suspension cells of group O, A and B individuals 
except with his own cells. 

The serum agglutinated with group O cells to a titre 
1 in 512. Hundred samples of group O cells taken at 
random from stored blood were tested with this serum. 
These include both Rh negative and positive, M and N 
positive varieties. 

Inhibition test—The agglutinating power of the serum 
with group O cells was inhibited completely with saliva 
of secretors of any group except that of patient him- 
self. The data of.inhibition test with saliva of hundred 
individuals including both secretors and non-secretors are 
given in Table 1. 


TABLE 1—SHOWING RESULTS oF INHIBITION TEST 


2 
A 2 4. Nil 4 2 
AB 4 4 Nil 4 8 
: #4 Nil 26 100 
Oc 
H 
2 Bc 


DISCUSSION 


H has been considered to be the primary gene 
from which the genes A, B and O have been 
formed originally as a result of series of incom- 
plete mutation. When the mutation is complete 
the gene form is designated as Ac, Be and Oc 
which were devoid of gene H (Morgan and 
Watkins, 1948). One could expect to get anti- 
H._ antibodies in the serum of the person contain- 
ing completely mutated genes. This anti-H 
differed from anti-O and was known as so-called 
anti-O not related to gene O (Watkins and 
Morgan, 1954). The authors differentiated an 
anti-H from anti-O serum by agglutination 
absorption techniques with the saliva of secretors. 

In persons with incomplete mutation, H sub- 
stance is secreted through saliva and other secre- 
tions of secretors. These anti-O sera which were 
inhibited by the saliva and gastric secretions of 
secretors in the process of absorption technique 
had been called by Morgan and Watkins (1948) 
as anti-H. 

The action of true anti-O sera on group O 
cells are not affected by the addition of saliva of 
secretors. The true O substances are not secreted 
through any secretions. | 

Hirszfeld and Amzel (1940) quoted by Race 
and Sanger (1950) believed that O was the primary 
gene from which A and B were found by the pro- 
cess of mutation. Morgan and Watkin (1948) 
opined that H is the primary genes from which 
A, B and O genes were formed. 

Boorman, Dodd and Gilbey (1948) established 
the ‘belief that two linked genes are postulated 
and instead of three distinct mutations arising 
from primary gene H only, two H to O and H 
to B are formed. At some stage in the change 
H to O one of the two linked genes O on the 
chromosomes undergoes a mutation to AO giving 
rise to gene complex A,. Other genes in the 
combination AO may mutate giving rise to AA, 
which is the gene complex A, and may finally 
assume the gene form Ac, Alc (Morgan and 
Watkins, 1948). 


(Be?) 


: FiG. 1—SHOWING SuGGESTED THEORIES oF INCOMPLETE MUTATIONS (DIAGRAMMATIC). 
1. Hirszfeld and Anzel (1940). 2. Morgan and Watkins (1948). 3. Boorman et al (1948). 4. Bhatia and Bhende (1954). 


2 


| 
Ale 
Oc Oc he 
po 4 PO 
cAle 
4 Bc 


226 _ J. INDIAN M. A., VOL, 29, NO. 6, SEPTEMBER 16, 1957 


Recently a modification has been done by 
Bhatia et al (1955) on the gene conception stated 
above. The findings of the authors suggested 
that the O is probably formed by stero-chemical 
changes as a result of serial mutation from A to 
A, then to O. The blood lying within the range 
of Hc to the point when change to A, occurred 
are group A. The blood beyond the line are 
approaching A,c. The blood lying on the bifur- 
cated line and which has undergone stero-chemi- 
cal changes are approaching to Oc. In the pro- 
posed scheme a provision has also been made to 
B also. 

Apart from theoretical implications there is 
considerable practical importance of the finding 
of anti-H in normal serum. It is expected that 
in future in Blood Bank practice in India similar 
transfusion problem will be presented by a pro- 
spective O group recipient having natural anti-H. 
In view of this possibility, attempts should be made 
to identify such persons by deliberate search in 
general population so that they may serve as pro- 
spective donors in emergent situations. This 
aspect had been emphasised by Simmons and 
D’Sena (1955). 


SUMMARY 


An instance of natural anti-H in a Bengali 
Hindu male is recorded. Implication of the find- 
ings is briefly discussed. 
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INCIDENCE OF YAWS-LIKE LESIONS IN 
UTTAR PRADESHt 


D. R. PRABHAKAR, 
Medical Officer, Dudhi, Mirzapur (U.P.) 


Patients showing granulomatous and ulcerative 
lesions on the skin with painful swelling of the 
bones were commonly encountered in the V.D. 
Clinic attached to Dudhi Dispensary in Mirza- 
pur District in the years 1952-54. The sera of 
most of such patients were positive for W.R. 
The clinical picture of these lesions, however, re- 
sembled.yaws. It was, therefore, of interest to 
find out the incidence and character of these yaws- 
like lesions in this area. 


INCIDENCE 


Seventy villages with a population of 25,361 
were surveyed and 5°1 per cent of the population 
appeared to have suffered or were suffering from 
these lesions. The incidence, however, varied 
from village to village. Five groups of 14 villages 
each were, therefore, formed on the basis of per- 
centage of incidence of the lesions (Table 1). In 


Taste 1—SHOWING INCIDENCE OF YAWS-LIKE LESIONS 
IN 70 VILLAGES 


Village: 


= 
No. Population Al 

per cent ratio group 
4,662 013 200 | I 
2 5,785 1-12 0-41 II 
3 5,775 4:10 0-50 I 
4 6,157 8-20 0-47 IV 
5 2,982 16-65 0°64 Vv 

25,361 6-40 0-8 + 0-64** 


* No. of patients: showing active lesions. 
** Standard deviation ; 
“Summation of the sq. of the deviation from mean 
7 No. of observations minus one. 


the villages of the first group, where occurrence 
of the disease was 0°13 per cent, the ratio of the 
persons suffering to those who had suffered from 


+ Read at the Sultanpur Branch, I.M.A. 
*At present M.O. Sub-charge District 
Sultanpur, U.P. 


Hospital, 
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YAWS-LIKE LESIONS IN UTTAR PRADESH—PRABHAKAR 


the lesions (A/H ratio) was 2'0. In the remaining 
4 groups of villages, where the incidence of the 
lesions varied from 1°12 to 16°65 per cent, the 
A/H ratio remained constantly low (0°41 to 0°64 
per cent). In these villages, persons with healed 
lesions were common. 


Type or LESIONS 


The patients were divided into three groups 
on the type of lesions (Hasselmann, 1952 ; Rama- 
rao, 1952 and 1953) encountered. In the first 
group were included patients having early lesions 
characterised by granulomatous nodules on the 
various parts of the body, pain and tenderness of 
bones and joints (indicating periostitis and 
arthritis), pyrexia and swelling of the regional 
lymph glands. The hyperkeratinisation of the 
plantar and palmar skin had resulted into Kerato- 
mata in some cases. Framboesial lesions and con- 
dylomata,were also observed. The early stages of 
these nodules as multiple tiny discrete macro- 
papular rashes were noticed in a few cases only. 

The second group of patients having active 
lesions was distinguished by the presence of 
gummatous swellings, ulcerative and desquama- 
tory lesions, particularly plantar keratodermias. 
The skin lesion were of various forms, e.g., tuber- 
ous, tubero-ulcerative, ulcero-phagaedenic, serpi- 
ginous, and perforative. The most common site 
was the lower half of the legs. The painful 
swellings of the bones with various degrees of 
thickening had resulted in bony deformities in the 
extremities. 

The third group comprised of patients having 
healed lesions as indicated by typical pigmenta- 
tion, or shining scars on the skin and stationary 
bony deformities, with a ptevipue history of active 
lesions. 

Granulomatous nodules of-the skin were. the 
most important lesions and were present in 71°5 


227 


per cent of the patients examined (Table 2). The 
pain in the bones and joints, ulcerative skin 
lesions and bony deformities were noticed in 10°, 
10°5 and 10°9 per cent respectively of the cases, 
while maculopapular rashes were seen in a few 
patients (46 per cent) only. 


LOcaTION 


Granulomatous nodules appeared on almost all 
parts of the body but were rarely seen on the feet 
(0°7 per cent) and scalp. The early maculopapular 
rashes of the skin were, however, generally re- 
corded on the legs and on the knee, ankle, elbow 
and wrist (37°5 per cent) joints. These were not 
observed on the face, genital organs, hands and 
feet. The ulcerative skin lesions, on the other 
hand, were mostly observed as the keratodermias 
of the soles (43°0 per cent) and were not seen on 
the joints. The skin of face and trunk rarely 
(4°3 per cent) developed such lesions. 

The inflammation of the bones followed by 
deformities was commonly seen in the extremities; 
the legs (22°4 per cent) being more commonly 
attacked than arms (7°8 per cent), with the result 
that 47°3 per cent of the deformities occurred in 
the legs as compared to 12°9 per cent in the arms. 
The inflammation of the joints was however, 
mainly confined to the knee, ankle, elbow and 
wrist joints only. 


INCIDENCE OF LESIONS IN BoTH SEXES IN 
DIFFERENT AGE GROUPS 


Lesions appeared in children aswell as in 
grown up people (Table 3). In children upto 10 
years of age early lesions characterised by granu- 
lomatous nodules accompanied by pain in the 
bones were quite common (40°6 per cent). Active 
lesions were noticed in 53 per cent of male 
children only. The male children were more fre- 
quently attacked and the lesions remained 


TABLE 2—SHOWING PERCENTAGE AND LOCATION OF YAWS-LIKE LESIONS IN 150 PATIENTS SELECTED aT RANDOM 


Face Trunk Genitalia Arms Hands legs Feet Joints 
Early lesions : 
(a) Maculopapular 46 0 12-5 0 12-5 0 0 375 
(c) Osteoperiostitis 715 18-2 18-2 | 18-9 49 203 0-7 9-8 
(6) Nodular granuloma 10-0 3-9 39 0 78 0 22-4 0 62:4 
Active lesions : 
(a) Ulcerative 10-5 43 43 0 12-9 8-6 17-2 43-0 0 
(b) Osteomyelitis leoding to beay 
deformities 10-9 4:3 43 0 12-9 43 47-3 0 43 


_No. of patients seowians lesions x 100 
150 


No. of patients shila the type of lesions on the ¢ part 


~fotal No. of patients showing the same type of lesions 
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Taste 3—SHOWING INCIDENCE OF YAWS-LIKE LESIONS IN 
Bora SEXEs IN DIFFERENT Groups IN 150 PATIENTS 
SELECTED AT RANDOM 


of lesions 


Age groups 
Rarly Active _Healed 
1 to 10 
Males 27-7 53 
Females ned 12-9 0 
Total ane 40-6 5:3 28-6" 
ll to 20 
Males 14-9 12:3 
Females 79 8-8 
Total 22:8 21-1 14:3 
21 to 30° 
Males 79 158 
Females 6-9 24-6 
Total 14-8 40-4 18-2 
31 to #@ 
Males 79 12:3 
Females 69 8-9 
Total 14-8 21-2 14-4 
41 to 50 
Males ~ 59 10-5 
Females oes 3-0 18 
Total ede 8-9 12-3 14-0 


* Relapse occurred 
but relapse as late as after 5 


generally benign, as healing occurred in 28°6 =e 
cent of the lesions. In the age group 11-20 years 
the number of patients showing active lesions in- 
creased to 21°0 per cent, while healing of lesions 
decreased to 14°3 per cent. Evidently, therefore, 
most of the lesions assumed the more virulent 
form leading to anatomical deformities in the skin 
and bones. In the next decade (21-30 years), 
active lesions became quite frequent (40°3 per 
cent) and women appeared to be more commonly 
affected than men. In the next two age groups 
again the lesions were more commonly seen in 
men and active lesions decreased progressively. 


RELAPSES 


Relapses frequently occurred in children as 
the early benign lesions so commonly seen, and 
healing did not seem to be followed by any resist- 
ance. In older age groups, where lesions were 
generally malignant, healing appeared to leave 
a resistance in the affected tissues as relapses were 
not frequently observed in these ages. It is not 
possible at this stage to point out the nature and 
the type of resistance developed in the body. 
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HEART DISEASES IN PREGNANCY* 


HARI VAISHNAVA, .R.c.P. (ED.) 


(Formerly Senior Medical Registrar 
Withington Hospital, Manchester, U.K.) 
Lucknow 


INTRODUCTION 


Heart disease in pregnant women which was 
in the past comsidered always to be of grave 
consequences can now be better managed owing 
to our correct understanding of the cardiovascular 
physiology during pregnancy. 

The author is fortunate enough to be employed 
in three of the Manchester hospitals where mater- 
nity service was well organised and special preg- 
nancy cardiac clinics were run every week. 
Records were kept in fairly good detail and 
periodic analysis of such observations revealed 
interesting facts. 

A clinician is confronted with certain questions 
when he sees a pregnant cardiac patient: Is. the 
patient suffering from heart disease? If so, what 
is the nature of heart disease and what are the 
risks attached and what is the management? Or, 
a patient, cognizant of her heart disease, may seek 
advice to undergo pregnancy. 

Previously pregnancy was terminated just be- 
fore the term on the assumption that the maximal 
burden was imposed on the heart towards the end 
of pregnancy and also during labour. Since more 
is known of the correct physiological changes 
during this period, the maternal and foetal mor-, 
tality rates have been reduced to a marked degree, 
even now heart disease accounts for 
high maternal deaths as does toxaemia of preg- 
nancy. Laake (1954) states that maternal mortality 
due to heart disease has been reduced from 55 to 
3°4 per cent in the Scandinavian countries, while 


* Read at the Kighth Madhya Pradesh Medical Con- 
ference, Nagpur, October, 1956. 
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in Vander Veer’s (1954) series, it was 0°03 per 
cent out of the total maternal mortality of 0°13 
per cent during the same period. Among his 565 
cardiac patients over a period of 16 years maternal 
mortality was 2°6 per cent, and the foetal morta- 
lity rate was 12°3 per cent in the same group. 
The reason of higher foetal mortality may be that 
the incidence of premature birth has not decreased. 
It is interesting to note that out of these, 156 
cases followed by the author, during the last five 
years, only one patient died. 


PHYSIOLOGICAL CHANGES IN CIRCULATION 


The total blood volume rises gradually from 
the twelfth week and that sharply from the 
twenty-eighth to the thirty-second week by 
about 50 per cent of the normal, maintaining 
this level till the thirty-sixth week when it 
starts declining gradually to half the initial 
rise, though the total body water goes on rising 
till the end of pregnancy. The total cardiac out- 
put goes up by 40 to 50 per cent over the non- 
pregnant level between the twenty-eighth to the 
thirty-second week but the rise is not proportional 
to the increase in oxygen consumption which may 
only reach to about 20 per cent. The rise in car- 
diac output runs parallel to the increase in 
blood volume. Adams (1954) has observed that 
a rapid increase in cardiac output also occurs 
immediately following delivery. The right 4uri- 
cular pressure starts rising within a few weeks of 
pregnancy, highest value being found in the third 
month, and then it falls‘ gradually to normal in 
the last 2 months ; in puerperium, it was found 
to be normal (Palmer and Walker, 1949). Though 
there are individual variations, from these obser- 
vations it is obvious that the maximal load is im- 
posed during twenty-eighth to thirty-second week 
of pregnancy and immediately after delivery. So, 
far it has been presumed that the heart does 50 
per cent more work at the peak of the load but 
Hamilton et al, quoted by Skiles (1952) believe 
that it is about 26 per cent or so. In some cases 
the heart rate rises in a similar fashion as does 
blood volume ; on an average, it is higher by ten 
beats per minute. Quoting Schmidt from German 
literature, Burwell (1954) states that during preg- 
nancy there is more increase in cardiac output for 
a given amount of work than during the non- 
pregnant state. There is no notable rise in the 
systolic blood pressure and there is only slight 
decrease in the diastolic pressure ; in some cases 
it may become normal in the last month of preg- 
nancy. The pulse pressure also attains its maxi- 
mal height at the same time as does the heart 
rate. The reason of this increase in the pulse 
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pressure is probably due to an arteriovenous 
anastomosis in the placenta. The vital capacity 
remains normal or may even increase slightly and 
the total pulmonary ventilation rises by about 50 
per cent ; progressive reduction in the vital capa- 
city is a signal of impending heart failure (due to 
technical faults, fallacious results may be 
obtained). A considerable retention of sodium— 
about half a gram a day—occurs leading to accu- 
mulation of water in the body. 


The significant circulatory changes in preg- 
nancy then are increase in plasma volume, extra- 
cellular water of the body, red cell mass, heart 
rate, cardiac output, venous pressure in the legs 
and oxygen consumption. The basal metabolic 
rate is raised by about ten per cent but to an equal 
extent throughout pregnancy. 


It is obvious that while a normal heart can 
tolerate the load of these factors admirably, a 
diseased heart is liable to suffer from heart failure 
predominantly during the period of maximal load. 
During labour, increased work, sudden drop in 
the vital capacity and disruption of the arterio- 
venous anastomosis of the placenta are some of 
the factors contributing to an attack of pulmonary 
oedema or congestive heart failure. 


INCIDENCE 


The incidence varies in different countries ; in 
England it is about 2 per cent ; in America it is 
almost the same ; but McCue and Schelin (1952) 
reported the incidence of heart disease in preg- 
nancy to 0°34 per cent; in Scandinavia, Leake 
(1954) gives a figure of 0°7 per cent. Ninety per 
cent of these cases have rheumatic heart disease, 
mitral stenosis being the most predominating 
lesion. Congenital heart disease is found in less 
than ten per cent of the cases (incidence also 
varies here) and include both acyanotic and a 
few cyanotic cases. Subacute bacterial endocar- 
ditis in the females occurs in pregnancy in about 
one-third of the suffering patients (Bramwell, 
1953). There is a tendency for this compli- 
cation to occur also during 3-4 months post- 
partum. Paroxysmal auricular tachycardia and 
various forms of heart block also occur. Cases 
of myocardial infarction have been reported dur- 
ing and before pregnancy ; patients have deli- 
vered successfully. Anaemic, hypertensive, syphi- 
litic, beri-beri heart disease and myocarditis have 
all been mentioned in pregnant patients. ‘Kypho- 
scoliotic heart disease’ can also occur (Higgin- 
botham, 1953). A _ possibility of thyrotoxicosis 
should be remembered in excluding the causes of 
tachycardia. 
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ASSESSMENT OF RISK 


The patients are grouped according to capa- 
city for effort by the criteria of the New York 
Heart Association. 

Group I—Patients without limitation of activity. 

Group IIl—Patients who experience slight dys- 
pnoea on normal activities. 

Group IlI—Patients in whom limitation is 
more marked and activity less than normal causes 
dyspnoea. 

Group IV—Patients with dypnoea at rest which 
is increased by any activity. 

It is generally accepted that the groups I and 
II are ‘good risks’ and groups III and IV are 
‘poor risks’ cases. Any patient who is not able to 
do her household work, i.e., in groups III and IV, 
is not allowed to become pregnant. However, no 
group is safe and therefore, all the cases merit 
careful vigilance. During pregnancy ‘good risks’ 
cases can go into heart failure which can also 
supervene in subsequent pregnancy, unless these 
conditions were due to causes which were not 
likely to recur. Many of these patients live for 
years after delivery. Therefore, experience of pre- 
vious gestation and the condition afterward is im- 
portant. There is a tendency to put such cases in 
group III for convenience and future management. 

It has been said that in group I two per cent 
of cases may go into heart failure during preg- 
nancy ; in group II ten per cent go into heart 
failure ; in group III seventy-two per cent and in 
group IV hundred per cent go into heart failure. 


Duration of the disease and the age of the 
patient are also important factors ; with advancing 
age—over 35 years—and long standing heart 
disease, the prognosis tends to become worse, 
perhaps, because the heart disease progresses and 
the labour becomes difficult due to obstetrical 
reasons. 

Adverse social and economic factors affect 
badly. A poor woman with many children is 
likely to suffer more. 

Haemoptysis of even a small amount, pro- 
gressive or paroxysmal attacks of dyspnoea, and 
repeated lung infections herald the onset of pul- 
monary oedema or congestive heart failure, and 
should not be taken lightly. Gross cardiomegaly 
suggests severe heart disease. Generally heart 
failure does not ensue if cardiac enlargement is 
not more than slight, but pulmonary oedema can 
occur even with minimal enlargement of heart in 
mitral stenosis. A mere presence of other valvular 
lesions with mitral stenosis, i.e., aortic regurgita- 
tion does not worsen the prognosis significantly. 

Anaemia, pyrexia, other infections, toxaemia, 
obesity, and exertion will certainly aggravate 


cardiac disability and may even precipitate heart 
failure. Diseases like diabetes mellitus and 
nephritis and others occurring concomitantly 
affect the prognosis unfavourably. Some of the 
patients with congenital heart disease have been 
mistaken for rheumatic lesions. There is a danger 
of rupture of the aorta if the pregnancy is compli- 
cated by coarctation of the aorta. Out of Rosen- 
thal’s 96 instances (quoted by Wood, 1956), 11 
died during pregnancy. In every case of hyper- 
tension, femoral pulse should be palpated. The 
author has knowledge of a case of Fallot’s tetra- 
logy who got married after a successful Blalock’s 
operation and was allowed to become pregnant. 
There are already many cases of cyanotic heart 
disease described who have borne children ; it is 
true that the prematurity and high foetal morta- 
lity is common in these cases. Ability to undergo 
successful pregnancy depends on the cardiac re- 
serve of the patient. 


Auricular ‘fibrillation is a common precursor 
of heart failure in mitral stenosis. It gives an 
indication that the heart is nearing the end of 
its tether. It undoubtedly adds to further risk 
and high mortality but does not constitute a bar 
to pregnancy. Gestation is contra-indicated after 
a recent attack of rheumatic fever. Fortunately 
fresh attack of rheumatic fever is rare during 
pregnancy. Pregnancy does not affect the heart 
adversely ; the remote prognosis is that of any 
other heart disease without gestation. Leake 
(1954) did not find any connection between ‘fre- 
quency of heart failure and the number of births’ 
and adds ‘greater the interval between the first 
attack of rheumatic fever and confinement, the 
sooner do signs of heart failure follow confine- 
ment.’ 


DIAGNOSTIC FALLACY 


A higher level of the diaphragm gives an im- 
pression of the cardiac enlargement. The pre- 
sence of soft, blowing, localised systolic murmur 
in the mitral and pulmonary areas and the accen- 
tuated M1 and P2 can deceive the unexperienced ; 
the third heart sound, audible in the mitral area, 
may be mistaken for an ‘opening snap’ or a 
gallop rhythm. An x-ray shows spurious enlarge- 
ment of the heart and ‘increased vascular 
markings’ of the lungs. Prominence of the pul- 
monary conus due to lordosis, incidental to preg- 
nancy, also occurs. Barium swallow may even 
show very slight indentation of the oesophagus 
in the right oblique view and the breast shadows 
give false impression of basal congestion. Even 
the jugular veins may be slightly engorged being 
as much as +4 or '+5 cm. above the sternal angle 
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in the fourth and fifth months and then fall 
gradually (Palmer and Walker, 1949), dilatation 
of the veins over the chest and the abdomen is not 
uncommon during pregnancy. Besides, tendency 
to dyspnoea, which is thought to be due to hyper- 
ventilation, becomes worse in recumbency and 
the swelling of the feet in the later months com- 
plete a picture of congestive heart failure with 
mitral heart disease. Fright, bad dreams, palpita- 
tion, and the choking sensation at night some 
times called as ‘pseudoparoxysmal nocturnal 
dyspnoea’, in the absence of cough, frothy or 
blood-tinged sputum and wheezing respiration, 
can also occur. Increased pulse pressure as men- 
tioned above and sometimes capillary pulsation 
may suggest the presence of an aortic reflux. 


In the E.C.G. left axis deviation with Q3 and 
T3 pattern has been observed in many cases. 
Haemoglobin and haematocrit values are lowered 
and E.S.R. can reach up to 30 mm. after six 
months of pregnancy. Knowledge of these normal 
values is helpful in the treatment and diagnosis 
of subacute bacterial endocarditis or anaemia. 
Severe anaemia, so common in this country, can 
give rise per se to a clinical picture mimicking 
heart disease. Such cases are also described in 
other countries (Streim, 1953). 

In a few cases it may not always be easy to 
come to a definite diagnosis at the initial exami- 
nation, but repeated observations will help one 
to arrive at a definite coyclusion. Notwithstand- 
ing, should the patient be a diagnostic problem, 
she should be treated as a cardiac case. One 
should not, however, forget that after delivery, 
even in the absence of heart lesion, the patient 
may become a psychological problem. 


MANAGEMENT OF PREGNANCY 


Management of a pregnant cardiac patient 
calls for a high standard of judgment, vigilance 
and skill. Great co-operation between an obste- 
trician and a physician is needed. The patient 
makes only one visit to see both of them ; any in- 
cipient cardiac failure is detected early and this also 
saves undue exertion to the patient. Some hospi- 
tals run special clinics which afford an oppor- 
tunity to the new ones to talk to the old hands, 
many of whom have had healthy babies after 
having gone through a difficult period. Such 
visits are made fortnightly or weekly depending 
upon the patient’s condition. At the least 
evidence of failure, the patient is hospitalised ; 
home care is not always safe. ‘Good risks’ cases 
should have ten hours of sleep at night and two 
hours of rest in the afternoon. ‘Fatigue must 
be avoided’. Patients belonging to group III or 
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IV should spend most of the time in bed or rest- 
ing in a chair after first twelve weeks of ante- 
natal period. Any deterioration in their disability 
will warrant an admission to the hospital ; they 
should also be advised to get admitted at least two 
weeks prior to the expected date to prepare them 
for a safe delivery. 

Heart failure rarely complicates labour, if 
pregnancy has been borne well. Ten to fifteen 
days’ bed rest is enforced postpartum because it 
takes about two weeks for the circulation to re- 
adjust itself. Patients in higher groups are liable 
to develop phlebothrombosis and pulmonary em- 
bolism during this period. Regular leg exercises 
will help to prevent this complication. 

Drury et al (1954) have given case histories of 
175 women from an unselected group with 250 
pregnancies over a period of four years ; contra- 
ception, sterilisation and abortion were never 
practised, and furthermore, these patients were 
drawn from under-privileged classes with poor 
home conditions and without any domestic help. 
Fatalities only occurred in those cases which were 
not diagnosed until cardiac failure supervened. 
There was no case of maternal death in 220 booked 
cases. From the observation of these writers it is 
obvious that antenatal diagnosis and care is of 
prime importance. 


PROPHYLAXIS 


Anaemia should be corrected ; any respiratory 
infection, however mild, should not be taken 
lightly. ‘No infection is minor’. in a cardiac 
patient.. After the patient’s visit to the hospital, 
her family doctor gets instructions either by a 
telephone or by a letter depending on the urgency 
of the problem. [Every patient is weighed, any 
rapid increase in weight is viewed seriously as it 
signifies retention of fluid and may result in heart 
failure (total increase in weight during pregnancy, 
if obesity can be excluded, is about twentv 
pounds ; 5 litres of fluid can be retained in a 
cardiac patient without evidence of external 
oedema). Salt is not added in the diet if there 
are already early signs of pulmonary congestion, 
i.e., basal crepitations. Restriction of fluid depends 
on how strictly the patient adheres to a salt-free 
diet. In the summer little is gained by with- 
holding fluids. Dental extraction should be pro- 
tected with an umbrella of procaine penicillin— 
3000,000 units on the preceding and the following 
three days; similarly during labour three days’ 
course of penicillin is supplemented with 0°5 g. 
B.D. of streptomycin to prevent subacute bacte- 
rial endocarditis. Genitourinary infection is better 
treated according to the sensitivity of the 
organisms. 
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‘TREATMENT 


At each visit a full cardiac examination is 
made ; any undue dyspnoea, basal rales and in- 
crease in pulse rate are viewed with anxiety, and 
are treated with salt-free diet, digitalis and mer- 
curial diuretics. In such cases the physician has 
erred in giving this treatment more often earlier 
than late. If congestive heart failure or pulmo- 
nary oedema occurs after the thirty-second week, 
some complication, i.e., anaemia or an infection is 
suspected and appropriate treatment given. 

Caesarean section imposes a greater stress than 
the normal delivery and besides, sudden organisa- 
tion of blood volume after this abdominal opera- 
tion produces excessive burden on the circulation. 
It has been suggested that uterine contractions 
acclimatise the circulation to the subsequent loss 
of placental anastamosis, 

The pulse and the respiration during the first 
stage of labour serve as reliable guides to im- 
pending cardiac failure ; half of the patients with 
a pulse rate of over 110 and respiratory rate of more 
than 24 for more than half an hour are likely to 
end in heart failure. During the postpartum period 
a close watch is also kept on the pulse and respi- 
ration to avoid similar complication. 

Pulmonary oedema is a sinister complication 
and occurs with greater frequency during preg- 
nancy, especially with mitral stenosis. A serious 
view is taken of even a minor attack of noctural 
dyspnoea and it is treated in the same way as 
congestive heart failure; contributory factors 
mentioned above are treated with a minimum of 
delay. Mortality from this condition is about fifty 
per cent; pulmonary oedema has been precipi- 
tated in most of our cases during the first two or 
three days of puerperium. Morphia } grain is in- 
jected intramuscularly but can also be given intra- 
venously in desperately ill cases ; cardophyllin— 
0°25 to 05 g. is injected slowly by the intravenous 
route. Intravenous digoxin can also be tried ; 
tourniquets or flat rubber bands just enough to 
compress the veins in all the extremities will damp 


the flow of blood and thus reduce the load on the 


heart. Provided the. patient is not anaemic, 
venesection—about 20 to 30 ounces—may be the 
only life saving procedure, when nothing seems 
to relieve the patient. Administration of oxygen 
is very important. Mercurial diuretics given early 
will relieve the patient of lung congestion. 


Surgery—Since the introduction of mitral 
valvulotomy, there has been reorientation in 
advising the patient to undergo a therapeutic 
abortion. If the patient has been in congestive 


heart failure or has had attacks of pulmonary 
oedema during the previous pregnancy or has 


been seen for the first time in group III or IV 
and already has got children, a therapeutic abor- 
tion is advised in the first trimester. However, it 
may not be possible on religious grounds or the 
patient may still be keen to have another baby ; 
in such circumstances, mitral valvulotomy is in- 
dicated at the earliest opportunity. There are 
many well-documented cases which were not 
allowed to become pregnant owing to their cardiac 
condition but could do so successfully after mitral 
valvulotomy. In acute pulmonary oedema this 
operation is done as an emergency, because in the 
absence of a complication, there is a strong likeli- 
hood of its recurrence. 


The three indications of mitral valvulotomy 
are: (1) occurrence of congestive heart failure or 
pulmonary oedema during the previous pregnancy 
in the absence of precipitating factors mentioned 
above ; (2) progressive deterioration in the cardiac 
disability inspite of treatment ; (3) as an emer- 
gency after an acute attack of pulmonary oedema. 
In the first two cases the best time for operation is 
before the first five months. 


Mortality from the operation on the aorta for 
coarctation is still high. Apart from the obstetri- 
cal abnormalities, this is the only heart disease 
where caesarean section is performed to avoid the 
risk of rupture of the aorta. There are some 
physicians who advise against pregnancy in the 
presence of this abnormality ; on the other hand, 
there are cases who ‘have had uncomplicated 
vaginal deliveries. Provided the heart is not 
grossly enlarged, pregnancy is not contra-indicated 
in cynotic heart disease ; patients with persistent 
cyanosis or group III or IV disability, are not 
allowed to become pregnant. Cor pulmonale, as 
seen in ‘kyphoscoliotic heart disease’ and others, 
have been reported with high mortality but with 
necessary precaution normal delivery can occur 
(Higginbotham, 1953). It should be realised that 
these patients are very susceptible to chest in- 
fection. 


As the cardiac surgery is advancing so fast, 
sterilisation by ligating the tubes is not always 
advisable these days; these patients are given 
instruction on contraceptives to avoid further 
pregnancies. Cardiac functions in some cases 
after operation on the heart have improved so 
much that the patients were desperately keen to 
have babies and nothing could be done due to 
previous sterilisation. However, tubal ligation 
could be carried out on those patients who have 
severe heart disease unlikely to improve with 
surgery. This applies to group III and IV and 
other conditions mentioned already and also to 
those patients who have had pulmonary oedema 
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in the absence of known treatable precipitating 
factors. 


The best time for therapeutic abortion is within 
the first twelve weeks of pregnancy, after which 
danger from such an operation mounts up. Abdo- 
minal hysterotomy, though still practised by some 
in the second trimester, has, in my opinion, hardly 
a place in the treatment. 

Anaesthesia and delivery—The second stage o 
labour should be shortened as the expulsive 
attempts put a strain on the circulation. It should 
be remembered that barbiturates can produce 
restlessness in some patients, and the administra- 
tion of low oxygen concentration with nitrous 
oxide anaesthesia can put extra burden on the 
heart. Cyclopropane can precipitate cardiac 
arrhythmias. It has been stated that the use of 
regional anaesthetics, by pooling blood in the 
lower part of the body, reduces the load on the 
heart. 


SUMMARY 


The risk of heart disease in pregnancy has 
been exaggerated in the past. With the under- 
standing of correct physiological changes during 
pregnancy and by a team-work of physicians and 
obstetricians, both maternal and foetal mortality 
have been reduced considerably. 

An early antenatal diagnosis and assessment 
and the meticulous care of the disability will save 
future complications. Heart disease in every 
group needs careful vigilance—pulmonary oedema 
has supervened even in patients with groups I 
and II disability during pregnancy, the worst 
period being the first three days of puerperium. 

With a proper management and modern 
advances in cardiac surgery, therapeutic abortion 
and sterilisation are not so frequently done. The 
only indication for a caesarean section in heart 
disease is coarctation of the aorta. 

It should be remembered that infection, 
anaemia, undue anxiety and exertion are deter- 
rent to a successful pregnancy in a cardiac patient. 
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CASE NOTES 


HAEMOPHILIA SYNDROME WITH ULNAR 
NERVE PALSY 


K. S. MATHUR, M»., MR.cP. 
AND 
O. P. GUPTA, >. 
Department of Medicine, Medical College, Agra 


Since 1803, when Otto first published an account of 
haemophilia and observed. that the disease was trans- 
mitted through females -and occurred only in males, 
many valuable contributions have been made to the study 
of heredity and the defect in blood coagulation. 
Volumes have been written on the clinical manifesta- 
tions of haemophilia by various authors but very few 
references are available dealing with the neurological 
manifestations. 

Cerebral haemorrhage and haemorrhage in and 
around the spinal cord have been reported by Seddons 
(1930) and Aggler and Lucia (1944) as very rare pheno- 
menon. A case of combined median and ulnar nerve 
paralysis was reported by Paltrinieri (1940). In a clim- 
cal study of forty patients of haemophilia Davidson et al 
(1949) refer to the peripheral nerve lesions of varying 
severity and location complicating haemorrhage into a 
joint or muscle which lies in close proximity to the 
nerve; thus the ulnar and peroneal nerves by their ana- 
tomical situation are frequently damaged. Stefanini and 
Dameshek (1955) describe the compression and paralysis 
of the femoral nerve or other branches of femoral plexus 
from retroperitoneal haemorrhage specially in psoas 
muscle to account for the severe pain in abdomen 
and legs in haemophilia. 

The rarity of neurological complications in haemo- 
philia prompt us.to record in some detail the case of 
ulnar nerve palsy in a haemophilic. 


REPORT 


G. D., a Hindu male, aged 20 years, vendor 
by profession and resident of Delhi was admitted 


~ 
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to S. N. Hospital, Agra, on 8-5-1956. On admission 
he complained of prolonged bleeding after minor 
trauma for 10 years; deformity, weakness and 
numbness of the left little and ring fingers for 2 
months ; difficulty in raising his left arm above 
the head for 2 months and painful swelling of 
knee joints for 15 days. 


His younger brother died of continuous bleed- 
ing from a cut received on the tongue at the age 
of five years. There was no other. family history 
of bleeding disease either from paternal or ‘mater- 
nal side for three generations. One younger 
brother is alive and does not manifest any bleed- 
ing tendency. He was unmarried. 


Parents stated that he used to have red and 
blue spots on the body during his early child- 
hood, At the age of ten years he sustained an 
injury on the lateral side of left leg just above 
the ankle joint which bled for 10 days. Six 
months ago he sustained another injury at his 


_ left knee joint which resulted in painful bluish 


swelling of the joint and external bleeding for 
five days. He became pale and weak. The 
haemarthrosis subsided after twenty days. 


Two months ago he slipped and fell on an out- 
stretched hand on the ground. This resulted in 
painful swelling on the medial half of the left 
hand and shoulder region. This extended proxi- 
mally upto the middle of the forearm and involved 
both the anterior and posterior aspects of the 
hand. The swelling subsided in fifteen days but 
he was left with numbness and weakness of the 
left hand and deformity of the little and ring fin- 
gers. Since then he finds it difficult to raise his 
left arm above the shoulder. 


On examination he had no anaemia. The left 
knee joint was swollen with discolouration of the 
skin. Patellar fossae were full. Two scars over 
the patella were present. The temperature over 
the joint was raised. It was tender and fluctua- 
tions were elicited. The joint could not be flexed 
more than 15° from complete extension. The 
right knee joint was normal except for slight 
limitation of flexion. Hyperabduction in the left 
shoulder joint was painful. 


There was wasting of the muscles of thenar 
(adductor pollicis) and hypothenar (flexor, 
abductor and opponens digiti minimi) eminences 
and of interossei (especially the 3rd and 4th 
dorsal) in the left hand. The tone was diminished 
in these muscles. The left ring and little fingers 
were extended at the metacarpophalangeal joints 
and were flexed at the proximal and distal inter- 
phalangeal joints. The adduction at the left 
thumb was weak. The adduction and abduction 


of the ring and little fingers were not possible. 
Adduction and abduction of the index and middle 
fingers were weak. The wrinkling produced on 
the medial side of palm as a result of contraction 
of palmaris brevis was absent. The flexion and 
adduction of the wrist was normal (action of 
flexor carpi ulnaris). The flexion of the ring and 
little fingers were weak (lumbricals affected). 

Cutaneous sensibility for touch, pain and tem- 
‘perature was lost on the ulnar border of the hand 
and medial one and a half fingers. This was 
absent on both palmar as well as on dorsal aspect. 
The muscle sense was lost in the affected muscles. 
The joint sense was lost in all the joints of the 
little finger. Pressure sense was lost on the ulnar 
border of the hand and the whole of little finger. 

Laboratory investigations—Bleeding time 1 
minute 40 seconds ; coagulation time 15 minutes 
25 seconds; platelet count 290,400/cmm. ; clot 
retraction after one hour 25 per cent (Dameshek) ; 
W.B.C. 8,600/cmm. with neutrophils 61 per cent, 
lymphocytes 32 per cent, monocytes 2 per cent 
and eosinophils 5 per cent; R.B.C. 4,480,000/ 
cmm.; Hb. 13 g. per cent ; E.S.R. 36 mm. after 
one hdéur (Wintrobe) ; reticulocyte count 35 per 
cent ; total proteins 5°6 g. per cent (albumin 1°9 
g. per cent, globulin 3°5 g. per cent ; fibrinogen 
02 g. per cént); prothrombin concentration 75 
per cent ; serum calcium 9°6 mg. per cent. 

Blood Wassermann was negative. The sternal 
puncture showed increased number of megakaryo- 
cytes (5-15 per low power field). The values for 
other cells of the marrow were normal ; Hess test 
was negative. 

The skiagram of both knee joints (Fig. 1, vide 
Plate) revealed osteoporosis of the bone ends arti- 
culating at the knee joints with particular pro- 
minence of striations. The intercondyloid fossa 
of the lower end of femur was deepened. The 
x-ray of left shoulder joint, both forearms and 
hand did not show any abnormality. 


Progress—During his stay of three months in 
the hospital improvement was noticed in the power 
of the affected muscles and the area of sensory 
loss receded. On one occasion he injured his fore- 
head and developed extensive hematoma over that 
region including both eyes. On another occasion, 
as a result of violent sneezing, he developed sub- 
conjunctival and retrobulbar haemorrhage with 
éxternal bleeding from the right eye which con- 
tinued for three days. Gradually the haematoma 
was absorbed and he recovered his normal vision. 
After sternal puncture he developed extensive 
ecchymosis involving the upper half of the abdo- 
men, the whole of the chest and neck to the ex- 
tent of producing difficulty in breathing. 
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DISCUSSION 


The diagnosis of haemophilia was made on the basis 
of repeated history of persistent bleeding caused by 
insignificant trauma, the male sex, death of his brother 
from a bleeding episode, prolonged coagulation time, in- 
creased megakaryocytes in bone marrow and typical 
skiagram of the knee joints. On the basis of these 
findings, the possibility of plasma thromboplastin ccm- 
ponent or plasma prothromboplastin antecedent defi- 
ciency cannot, however, be excluded. Due to lack of 
facilities, appropriate tests to differentiate classical 
haemophilia (anti-haemophilic globulin deficiency) from 
the above two conditions could not be undertaken. .Nor 
mal findings of bleeding time, platelet count, clot re- 
traction, plasma fibrinogen content, prothrombin con- 
centration, serum calcium and negative Hess test ex- 
cluded the possibility of other haemorrhagic diseases. 


The peculiar predilection of haemophilia for English 
and Teutonic races does not negative the diagnosis of 
haemophilia as we hdve seen cases of this disease in 
our country and the authentic cases have been reported 
amongst other races (Steiner, 1900; Crandell, 1936; Pach- 
man, 1937; Campbell, 1939; Brugsch, 1939). The absence 
of any haemophilic in three generations has been ex- 
plained on the basis of the disease being carried by 
females through successive generations without mani- 
festing in a male offspring by Davidson et al (1949) who 
reported three such cases. They may on the other hand 
represent cases of sporadic or spontaneous haemophilics 
(Boggs, 1934). 


The lesion of the ulnar nerve in this case was somie- 
where at the origin of the palmer cutaneous branch 
which arises about the middle of the forearm. The 
branches arising above this level supply the flexor carpi 
ulnaris and flexor digitorum profundus muscles which 
were not involved. The sensory loss on the palm, little 
finger and the medial half of the ring finger was dye 
to the paralysis of the palmar cutaneous and the super- 
ficial terminal branches and the loss of sensation on 
the back of the hand was due to the paralysis of the 
dorsal branch of the ulnar nerve. The hyperextension 
at the metacarpophalangeal joints of the little and ring 
fingers was due to the unopposed action of extensor 
digitorum longus. The interphalangeal joints of the 
little and ring fingers were flexed due to the paralysis 
of the 3rd and 4th dorsal interossei which by virtue of 


their dorsal expansions act as extensors over proximal — 


and distal interphalangeal joints. The first and second 
interossei were partially involved which explains the 
weak adduction at these fingers. 


The nature of lesion resulting in ulnar nerve palsy 
could possibly be the compression by haematoma in or 
around the ulnar nerve as suggested by Davidson et al 
(1949) and Stefanini and Dameshek (1955). The history 
of injury and subsequent haematoma formation on the 
ulnar side of .the left hand and forearm in this case and 
partial recovery during his three months stay in the 
hospital lend weight to this viewpoint. Direct injury 


to the nerve with slow recovery as the possible explana- 


tion of the ulnar nerve paralysis cannot be ruled out. 


SUMMARY 


* A case of haemophilia with ulnar nerve palsy in a 
Hindu male aged 20 years has been described. The 
mechanism of the characteristic deformity and the site 
and nature of lesion in this case have been explained. 
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Primary endothelioma or mesothelioma of the pleura 


is an uncommon condition, at present a subject of re- 


newed interest and controversy. Secondaries in the 
pleura from some undetected primary sites may be 
easily misdiagnosed as primary endothelioma. 

A case of ‘primary’ endothelioma of the pleura is 
being reported here as an example of one of the common 
forms, presenting as cases of pain, pyrexia and pleural 
effusion. This case happens to be the first case of 
pleural mesothelioma who came to Kasturba T. B. Clinic 
and Hospital, Lucknow. 
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REPORT 


A. H., aged 30 years, a Muslim, male, car? 
penter, was admitted on 20-10-56 with a history 
of the present illness starting 2 months back. He 
felt pain on the back of the chest, which used to 
increase in the evening. Later it became per- 
sistent. Gradually, within a fortnight’s time, he 
started having fullness and heaviness in the lower 
part of the right side of the chest. After one 
week he developed breathlessness. He was able 
to lie down on his back but not on either side. 
When he tried to lie on the left side he felt a 
choking sensation and when he tried to lie on the 
right the pain used to be severe. 


The pain was localised over the back of the 
chest in the beginning but later spread over the 
right side of the chest and then over the front 
of the chest, more marked in the second, third, 
fourth and fifth intercostal spaces. 


Within a month, dyspnoea increased to such an 
extent that he was unable to lie down even on 
his back. The pain was relieved to a slight extent 
when in the squatting position. He used to get 
an intermittent type of low grade fever for the 
last one month. 

Gradually he lost his appetite and considerable 
amount of weight. 

On examination the patient was found to be 
emaciated and orthopnoeic. ‘Two supraclavicular 
glands on the right side were enlarged. The 
glands were tender, discrete, firm and mobile. 
The skin was free. The temperature was 99°6°F. 
The pulse rate was 110 per minute and respiration 
was 40 per minute, B.P. was 126 mm. of Hg 
systolic and 90 mm. of Hg diastolic. 


The veins in the right midaxillary region were 
dilated, with blood flow from below upwards. 
Jugulars on the right side were engorged. The 
heart was shifted to the left side. The apex beat 
was in the fifth left intercostal space 1” external 
to the left mid-clavicular line. Heart sounds were 
normal, 

The trachea was deviated towards the left side. 
The right side of the chest was bulging and there 
was fullness of the intercostal spaces. The verte- 
bral ends of the fifth, sixth and seventh ribs and 
the sternal ends with the costochondral junctions 
of the second, third and fourth ribs on the right 
were tender. Movements were greatly diminished. 
The vocal fremitus was absent. The whole of the 


right side was dull on percussion and breath 


sound absent. 

On the left side there was bronchial breathing 
in the suprascapular region and harsh vesicular 
breathing elsewhere. Fine crepitations were heard 


over the base. The vocal resonance was increased 
in the left suprascapular region. 

Examination of the nervous system showed an 
area of anaesthesia over the anterior portions of 
the second and third intercostal spaces on the 
right side. 


INVESTIGATIONS : 


Laboratory investigations — W.B.C. — 7,900/ 
c.mm, with polymorphs 75 per cent, lymphocytes 
23 per cent and eosinophils 2 per cent ; R.B.C.— 
4°0 million/c.mm.; haemoglobin—12 g. per cent ; 
E. S. R.—20 mm./ist hour (Westergren). 

The W.R. and V.D.R.L. were negative. 

Sputum was negative for A.F.B. 

Tuberculin test was positive. 

Pleural fluid obtained by a diagnostic puncture 
was straw coloured. Protein content was 1,800 
mg. per 100 c.c. The culture was sterile. No 
cells or organisms were detected. There were no 


malignant cells. 


Skiagram of the chest showed that the right 
hemithorax was opaque, suggesting massive 
pleural effusion with displacement of the medias- 
tinum to the left side. 

After aspiration of the fluid and injection of 
air into the pleural cavity another x-ray examina- 
tion was done. The skiagram showed dense, irre- 
gular, homogenous opacities in the upper and 
middle zones (Fig. 1, vide Plate). The right lung 
was collapsed. 

Pleural biopsy report read as follows: ‘‘Sec- 
tion shows a small bit of lesion which comprises 
of irregular cells with a prominent nucleus and 
acidophilic cytoplasm, mitotic figures however are 
not seen. These cells show pleomorphism. No 
blood vessels can be made out in the piece. The 
picture, however, is suggestive of a malignant 
neoplasm, endothelioma’’. 

Thoracoscopic findings revealed that the whole 
of the right visceral and parietal pleura was 
studded with shiny, avascular growths of the size 
of peas. They were separate from the lung and 
at places multiple and one seemed to be on the 
top of another nodule. No adhesions or bands 
were seen. 


PROGRESS : 


The case was admitted as one of massive 
pleural effusion and was kept on routine anti- 
tuberculous line, sedatives and analgesics. The 
skiagram which revealed radio-opaque shadows 
created strong suspicion for mesothelioma of the 
“pleura which was later confirmed by the pleural 


* 
ip 
> 
4 


SHEEHAN’S SYNDROME—CHATTERJEE AND GHOSH 


biopsy and thoracoscopic examinations. During 
his stay of about 40 days, 8 pleural aspirations 
were performed and each time about 600 c.c. to 
1,000 c.c. of fluid was taken out and some air 
injected in the pleural cavity, thus showing how 
quickly it used to fill up. »He was not benefited 
by this treatment and ran a downhill course. He 
continued to get intermittent-fever, In the hospi- 
tal he developed firm and tender swellings over 
the second and fourth right costochondral junc- 
tions, adherent to the deeper structures, but the 
skin was mobile over them. These were supposed 
to be part of the malignant growth of the pleura 
spreading directly to the bones and the cartilages. 
It was evident that intercostal nerves were also 
involved by the same process as manifested by an 
area of anaesthesia in the anterior parts of the 
second and the third intercostal spaces on the 
right side. The supraclavicular enlarged lymph 
glands were supposed to be affected by the same 
process as a result of lymphatic spread, although 
a biopsy of the glands could not be done as the 
patient refused. A course of deep-ray therapy 
was started but after three sittings the patient left 
the hospital against medical advice on 1-12-56. 
The instillation of radio-active gold was not 
undertaken as the facilities were not available. 


DISCUSSION 


The mesothelial cell is a simple, flattened cell layer 
which covers the surface of the serous cavities, e.g., 
pleural, pericardial and peritoneal. The prospective 
potencies of mesothelial cells are twofold—epithelial and 
fibroblastic. Primary pleural niesotheliomas are divided 
into two chief groups—the diffuse and localised or soli- 
tary. In the diffuse form, it first appears as flat or 
nodular growths over the pleura. These growths coalesce 
and spread widely giving rise to a firm, thickened, 
opaque mass covering the lung, diaphragm, pericardium 
and thoracic wall. Invasion of the lung parenchyma may 
at times be totally absent. It is usually followed by 
pleural effusion, at first serous, then serosanguinous and 
later haemorrhagic in character. They usually do not 
metastasise, but rarely they may do so to regional 
lymph nodes~and later on to the liver and the spleen 
or distant foci, e.g., skull and spine etc. 

The “solitary tumour is usually sharply circumscribed, 
pedunculated and often projects into the pleural cavity, 
and indents the underlying lung. The benign ones grow 
slowly and may grow to large size before they are dis- 
covered, whereas the malignant ones have broad attach- 
ment with the pleura, grow rapidly and infiltrate the 
underlying tissues. Microscopically the malignant 
tumours are much more cellular with reticulin fibres and a 
small number of collagen fibres interspersed between the 
tumour cells. Vascularity varies in amount in different 
portions. Tumour giant cells are often seen. These 
solitary malignant mesotheliomas do not usually metas- 


tasise until late. The spread occurs locally and via the 
lymphatics to the contiguous regions. The rare spread 
to distant foci occurs via the blood stream. 


In the case under review the spread was extensive 
chiefly over the parietal and visceral pleurae, the ribs 
and costal cartilages and a few supraclavicular lymph 
nodes. The mediastinal lymph nodes were apparently 
not involved. 


Radioactive gold has been used with some success 
in treating the diffuse type of tumours. Deep-ray 
therapy holds good in good many cases specially when 
combined with surgery. 


SUMMARY 


A case of primary endothelioma of the pleura, an 
extremely rare condition and a subject of controversy 
has been presented. 

Pain, pyrexia and pleural effusion on the right side 
of the chest were the chief manifestations. 


X-ray picture showed typical, opaque shadows in the 
pleural cavity. 

The diagnosis was confirmed by pleural biopsy and 
thoracoscopic examination. 

The surface of the lung and a few ‘regional lymplhi- 
nodes, the ribs, costal cartilages and the intercostal 
nerves on the right were involved. There was no 
evidence of any distant metastases. 


SHEEHAN’S SYNDROME 
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A syndrome produced by destruction of adreno-hypo- 
physis manifested clinically by marked asthenia, extreme 
wasting, hypogonadism, hypothyroidism and adrenocorti- 
cal deficiency was known for a long time as pituitary 
cachexia or Simmonds’ disease. Sheehan (1939) esti- 
mated the incidence as 1 in 1,000 of the population and 
also stressed that 75 per cent of the patients maintain 
normal nutrition. The disease is twice as common in 
females, the commonest lesion being infarction of the 
anterior pituitary following post-partum haemorrhage. 
The term pituitary cachexia is unfortunate as cachexia 
is not a feature of the disease. The condition is now 
described as Sheehan’s syndrome or SheehanSimmonds’ 
disease. The case is reported as one of the rarer disease 
seen here. 
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REPORT 


A %-year-old lady, mother of 8 children, com- 
plained of extreme weakness, puffiness of the face, 
change of voice (which was getting more and 
more hoarse) and a sense of chilliness with marked 
sensitivity to cold for the last six months, About 
a year prior to admission she gave birth to twins, 
labour being rather difficult and protracted. She 
had brisk post-partum haemorrhage and had to be 


- resuscitated with blood transfusion. After the 


confinement there was failure of lactation and 
menstruation was not re-established. Within six 
months of confinement she noticed that she was 
gradually becoming weaker and weaker and also 
noticed falling of her hairs specially of the pubic 
and axillary region. 


On examination—The patient was of average 
nutrition, her face was puffy, the skin pale and 
rough and the hairline of the forehead receded. 
“There was no pigmentation of the skin or 
of the buccal mucosa. The pulse was 65—70 
per minute; blood pressure, 105/80 mm. Hg 
and weight, 108 pounds. 

The report of the examination by the Professor 
of Obstetrics and Gynaecology was as follows: 


“There is complete absence of pubic hair, labia 
majora and minora atrophied, vagina narrow and 
short, vaginal rugosity practically absent, uterus 
superinvoluted, cervix small, appendages could 
not be felt.” 

No abnormality was found in the fundus oculi. 


Laboratory imvestigation—Routine examina- 
tion of blood and urine showed no abnormality. 
Tuberculin test was negative to 1-100,000 old 
tuberculin. Gastric analysis showed hypochlor- 
hydria. Fasting blood sugar level was 96°9 mg. 
per cent, the glucose tolerence curve was low. 


Electrocardiogram revealed low voltage trac- 
ing. 

The skiagrams of the chest and skull were 
normal. 


Results of other special investigations are 
shown in Table 1. 


Treatment—The patient was put on cortisone 
25 mg. thrice daily and thyroid tablets 4 grain 
daily to begin with. She was also given testo- 
sterone 10 mg. biweekly by intramuscular injec- 
tion and an ointment containing oestrogen and 
testosterone to apply over the pubic region. The 
dose of thyroid was very gradually increased to 
4 grain thrice daily and cortisone was reduced to 
50 mg. daily. The patient showed definite im- 
provement so far as the hypothyroid state was 


TABLE 1 
Basal metabolic rate os -. 36 percent 
Blood chemistry (mg. per 100 c.c.) ... 
(i) Serum sodium & 
(iii) Plasma chloride as NaCl «. 440 
(iv) Plasma cholesterol in 
C. Water test she 
(i) Robinson-Kepler-Power test 
(ii) Night urine volume ... os 240 c.c. 
(iii) Day urine volume ... Ce. 
(iv) Index gee 
D. Urinary 17-ketosteroids oes jin 3-75 mg. 


E. Insulin tolerance test inl 
(i) Hypoglycaemic unresponsiveness ++ 
(ii) Insulin sensitivity ... 


concerned but developed slight oedema specially 
of the lower extremities. Cortisone was with- 
drawn and was supplemented with prednisone 5 
mg. daily. The patient showed marked improve- 
ment with this combination and was behaving 
practically as a normal woman of her age. She 
was maintained on prednisone (2°5 mg. on alter- 
nate days) and 4 grain thyroid thrice daily. Her 
state of general health markedly improved ; the 
hypothyroid state practically disappeared and her 
pubic hair started growing again. She has been 
carrying on her household work normally at the 
time of reporting (April 1957). 


SuMMARY 


A typical case of Sheehan’s syndrome with complete 
investigations is reported. The patient has been followed 
up for a period of one year and a half with satisfactory 
maintenance. Urinary 17-ketosteroids were slightly more 
(3-75 mg.) than what is found usually in cases of Shee- 
han’s syndrome. 
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Fig. 2—Testicular crypts lined by a single layer of germinal 
epithelium containing a few scattered spermatozoa. Section 


Fig. 3—Lining epithelium of the crypt wall presenting a 
taken towards end of November. H. & E. x 540. 


markedly vacuolated appearance ( ? fatty degeneration ) 
E. x 540. 


Fig. 4—Spermatogonia arranged like bunches of grapes Fig. 5—Shows two sperm morulae. 
occupying the testicular crypts. Section taken in January. spermatogonia with chromatin distributed into small 
H. & E, x 540. irregular masses. Spermatids with dense compact nuclei are 

seen on the top. H. & E. x 1200. 


At the bottom are 


GUPTA—4A Study of the Seasonal Variation in the Biological Response of Male Frog Rana tigrina to Injection of Pregnancy 
Urine and Chorionic Gonadotropins in Uttar Pradesh ( p. 217 ) 
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Fig. 6—Shows some stages of transformation from sperma- Fig. 7—Shows bundles of ripe spermatozoa in large numbers 
tids to spermatozoa. H. & E. x 1200, arranged regularly in a testicular crypt. Section taken in 
July. H. & E. x 540. 


Gupra—A Study of the Seasonal Variation in the Biological Response of Male Frog Rana tigrina to Injection of Pregnancy 
Urine and Chorionic Gonadotropins in Uttar Pradesh ( p. 217 ) 
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Fig. 1—Skiagram of both kneejoints showing changes Fig. 1—Showing dense opacities in the upper and 
typical of haemophilia. middle zones of the right lung. 
MATHUR AND GUPTA—Haemophilia Syndrome with MATHUR AND ZAIDI— Mesothelioma of Pleura (p. 235) 


Ulnar Nerve Palsy ( p. 233 ) 
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THE NEPHROTIC SYNDROME 


When Friedrich Mueller in 1905 introduced the 
term ‘Nephrosis’ for non-inflammatory renal con- 
ditions, characterised by purely degenerative 
changes of the tubular epithelium, nobody might 
have guessed the importance that this concept in 


its present modified sense would achieve. Today, 


the nephrotic syndrome covers renal as well as 
systemic pathological processes, which are charac- 
terised by oedema, pronounced proteinuria, con- 
siderable reduction of serum albumin associated 
with a high blood cholesterol level. This syn- 
drome occurs in lipoid nephrosis, the nephrotic 
type of subacute glomerulonephritis, in ‘type 2’ 
nephritis of Ellis, in amyloidosis, in intercapillary 
glomerulosclerosis of diabetes, in secondary and 


tertiary syphilis, in disseminated lupus erythema- - 


tosus, in toxaemia of pregnancy, in bilateral thom- 
bosis of the renal veins and as a result of toxic 
effects of bismuth, mercury, gold, tridione etc. 

The majority of cases suffering from nephrosis 
are children between 2 and 5 years of age, 
although it may occur at any age. The mortality 
is high and death is due to frequent intercurrent 
infections or to renal failure. The latter course 
is the rule in Ellis’ ‘type 2 nephritis’ which is 
insidious in onset, chronic in its course and of 
fatal outcome, and clinically indistinguishable 
from lipid nephrosis, except in retrospect or by 
long follow-up’. 

The clinical course is remarkably uniform. 
Lassitude and feeling of weakness with increasing 


LvETSCHER, J. aND Mu.row, P. J.—Nephrotic Syn- 
drome. Disease of the Mouth Series, 1956, Year Book 
Publishers, Inc., Chicago. 


weight precede the appearance of oedema. The 
swelling starts either in the face or over the 
ankles, then spreads, especially when the patient 
is kept in bed, to thighs and back, abdominal wall 
and genital organs; later on, ascites and hydro- 
thorax develop frequently. The temperature is 
normal, blood pressure not raised, cardiovascular 
changes are absent and fundi normal. Loss of 
appetite, headache, irritability, mausea, and 
diarrhoea lead to malnutrition. 

Pallor in excess of the existing orthochromic 
normocytic anaemia, is a regular feature. Inter- 
current infections such as bronchitis, erysipelas, 
pneumococcal peritonitis, tonsillitis, etc. are 
common. Another peculiar feature is the alterna- 
tion of remissions and relapses, even without any 
obvious external reason. 
dominated either by renal failure or by secondary 
infections or by a combination of anasarca and 
wasting of muscles, diastasis of the recti, umbili- 
cal hernia, rectal prolapse and breaking of the 
skin with oozing of large amounts of oedema 
fluid. 

Laboratory findings are heavy proteinuria 3 to 
10 g. a day, acid urine of a high specific gravity 
and diminished sodium and chloride excretion. 
The sediment shows leucocytes and renal epithe- 
lial cells disintegrating to fat and double refractile 
lipoid droplets, seen as oval fat bodies or incor- 
porated in the numerous casts; erythrocytes are 
not completely absent as previously assumed, but 
their number remains low for a long time which 
is a differentiating feature from subacute glome- 
rulonephritis. The glomerular filtration rate dimi- 
nishes sooner than the renal blood flow ; creati- 
nine excretion and blood urea remain normal for 
a long time. Most important changes .are in 
the plasma proteins. The total proteins are 
always reduced, often to 2 to 45g. per 100 ml. ; 
this is due mainly to an enormously diminished 


The terminal stage is 
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albumin fraction, amounting sometimes to only 
0'°5 to 1 g. instead of 4 g. per 100 ml. Albumin 
of nephrotic serum is identical with the urine 
albumin in nephrosis and with normal serum 
albumin electrophoretically? and immunologically* 
and they also have identical molecular ‘weights*. 
These findings show that the low albumin content 
of the serum is not due to its diminished produc- 
tion or to increased utilisation, but simply to 
leakage into the urine. The loss of albumin re- 
duces the plasma colloid osmotic pressure below 
the critical level. The critical serum albumin 
value is 1°6 g. per 100 ml., below which oedema 
appears regularly’. The leakage is due to a graded 
increase of the pore size of the glomerular filter ; 
whereas in acute glomerulonephritis, albumin and 
globulin clearances are practically equal, in the 
nephrotic syndrome almost only albumin passes 
the filter while globulin is retained®. This in- 
creased permeability of the nephrotic glomerulus 
causes hypoalbuminaemia, albuminuria and 
oedema. Nephrotic plasma shows also a low level 
of gamma-globulin which is responsible for the 
lack of resistance to infections. Cholesterol and 
fibrinogen are raised to 300 per cent of normal 
values, alpha 2-globulin to 200 per cent and beta- 
globulins to 150 per cent, the copper and iron- 
carrying globulins are reduced to one half of 
normal figures’. Haematocrit values are high in 
the beginning and decrease gradually. E.S.R. is 
very high and it gives good indication of the 
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activity of the condition®. B.M.R. is always dimi- 
nished. 


The histological picture of | ‘membranous 
glomerulonephritis’ is established*® as the patho- 
logical basis of the nephrotic syndrome. The 
earliest changes of the basement membrane which 
cause its increased permeability can be seen only 
in the electron-microscope but after sometime, 
long before signs of renal insufficiency appear, 
thickening and splitting of the basement mem- 
brane become visible followed by the development 
of hyaline masses, focal scars and a few adhesions 
in and around the glomerulus’®; finally, the 
glomeruli show lobulation, capillaries are narrowed 
and obliterated but not by endo- and epithelial 
proliferation and crescent formation such as are 
characteristic of diffuse proliferative glomerulo- 
nephritis. The tubular epithelial degeneration 
with hyaline and fat droplets filling the epithelial 
cells is being recognised nowadays as purely 
secondary to the glomerular alteration. The 
pathogenesis of human membranous nephritis, 
which in rats has been produced by nephrotoxic 
serum, can be only guessed from the ever chang- 
ing background of the nephrotic syndrome. The 
aetiology of the nephrotic syndrome in India will 
be established only when kidney biopsy will be 
carried out on a large scale. So far, the following 
results have been obtained: In 12 cases of neph- 
rotic syndrome amyloidosis was found in five, 
subacute glomerulonephritis in four, chronic glo- 
merulonephritis in one and no diagnosis was 


possible in two". 
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The one factor which is probably common to 
all the various forms of nephrotic syndrome and 
is responsible for much of the sodium and water 
retention is aldosterone, which is found in neph- 
rotic urine ten times more than normally and 
decreases with cortisone or albumin diuresis’’. 
Over-production of aldosterone takes place when- 


ever the circulating blood volume is diminished. 


Prognosis of the nephrotic syndrome has been 
changed by antibiotics and treatment revolution- 
ised by the use of cortisone and ACTH. Never- 
theless a sufficiency of food protein and a low 
salt intake remain most important. It has been 
shown conclusively that 60 to 90 g. protein a day 
is necessary to maintain protein balance and 
120 g. protein and 2,800 calories are recommended 
for one with 70 Kg. body weight’*. - Sodium 
chloride should be restricted to 0°5 g. or less ; as 
water retention is due to sodium, a suitable salt 
substitute consists of potassium chloride 2 parts, 
potassium citrate 2 parts and ammonium chloride 
1 part. Fluid, 1000 to 1500 ml., is permitted. 

A very effective diuretic is urea given for 
adults in doses of 60 g. per day. Mercurial diure- 
tics produce an enormous amount of urine in 
lipoid nephrosis. They are contra-indicated when 
haematuria or renal failure is present. 

Rest in bed is of very doubtful value, espe- 
cially as oedema tends to spread upwards in re- 
cumbent position and discomfort increases. 
Cation exchange resins have been used with some 
success but the dangers of potassium dysbalance 
and acidosis are limiting their use as well as that 
of diamox. Expansion of plasma volume with 
dextran, increase of the blood protein level with 


salt-free human serum albumin, nitrogen mustards 
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and artificial malaria infection had their day and 
were our only support upto the advent of the 
corticosteroids and ACTH. These hormones im- 
prove the filtration rate and reduce the glome- 
rular permeability ; whether they cause desensiti- 
sation or counteract the aldosterone effect is not 
known. Fact is that they, together with the anti- 
biotics, have transformed one of the most serious, 
most intractable diseases of children and adults 
into a fairly well manageable disease with a good 
prognosis, except in amyloidosis and disseminated 
lupus erythematosus. With prednisone and pred- 
nisolone diuresis starts soon and not more dietary 


than the nephrotic 


precautions are required 
syndrome normally requires. The dosage for an 
adult is 30-40 mg. and for children 15-20 mg. a 
day, for 10 days in the first instance. At the end 
of such a course ACTH 20 U a day, should be 
given for 2 days; at least two or three such 
courses are requiréd to normalise the urine. 
When the condition deteriorates between the 
courses, continuous administration of prednisone, 
1 mg. per pound body weight has been recom- 
mended** combined with the same amount of 
ACTH twice a week for 3 months, after which 
period the dosage of both should be very gradually 
reduced. The consensus of opinion is that survi- 
val rate is directly proportional to the duration 
6f treatment. To avoid intercurrent infections, 
which may be precipitated and masked by the 
hormones, some authors give all the time peni- 
cillin while others prefer sulphadiazine. The great 
majority of nephrotic patients respond to the short 
range treatment of three courses which reduces the 
previous 3-5 years of illness to about two months 
and the extremely gloomy outlook of the past to 
one of guarded optimisin. 

“* MERRILL, A. J., WILSON, J. AND TIMBERLAKE, L. F.— 

A. M. A, Arch, Int. Med., 94: 925, 1954. 
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Polycystic Disease of the Liver 


HENSON AND OTHERS (Surg. Gynec: & Obst., 104: 63, 
1957) from the clinical and pathological observations con- 
cerning 29 patients with histologically proved polycystic 
disease. of the liver seen at the Mayo Clinic from 1917 
to 1954 observe : 

Ten patients had associated polycystic disease of the 
kidneys and 1 patient had cystic imvolvement of the 
spleen. 

Symptoms usually consist of a dull, aching pain, 
a gradually énlarging abdominal mass, or those pro- 
duced by pressure on adjacent viscera. 

Hepatic function as measured by values for serum 
bilirubin and retéhtion of bromsulphalein usually is un- 
affected. Roentgenograms will show a soft tissue mass, 
an elevated diaphragm, or a displaced stomach, kidney, 
or colon in a significant number of cases. 

The disease generally becomes manifest in adult 
persons, has a long and benign course, and requires 
only symptomatic treatment, except in an occasional 
case in which the contents of large cysts may be aspi- 
rated or drained to reduce the weight of retained fiuid. 


Associated polycystic disease of the kidneys, although 
consistent with long life, appears to carry a greater 
threat to the health and life of the patient than does 
polycystic disease of the liver. | 


Treatment of Hepatic Failure 


The treatment of cardiac, respiratory, and renal 
failure is based on a reasonably accurate knowledge of 
underlying physiological and biochemical processes. It 
is only recently that a similar approach has been made 
to the problem of hepatic failure (Brit. M. J., 2: 1607, 
1955). Ascites and hepatic coma are the most important 
manifestations of the failing liver, and can often be 
treated very satisfactorily if the way in which they arise 
is properly appreciated. The development of ascites 
depends on a combination of portal hypertension and 
hypoalbuminaemia, and is associated with retention of 
sodium. Recognition of the sodium retention has led fo 
a rational form of therapy, similar to that used in 
cardiac failure ; it is based on bed rest, rigid salt ‘restric- 
tion, and mercurial diuretics (EISENMENGER ef al—-]. 
Clin, Invest., 29: 1491, 1950). Intake of protein should 
be kept as high as possible unless there are signs of 
hepatic coma, and paracentesis should be avoided, except 
in the initial stages, since it drains off a considerable 
amount of protein. After a period of several weeks fluid 
no longer accumulates in the peritoneal cavity, and the 
albumin level in the serum rises. At this point it may 
be possible to allow a higher intake of sodium. 


Hepatic coma is believed to be due to a failure in 
synthesis of urea, with subsequent intoxication by 
ammonia and other nitrogenous compounds. The most 
rational trédtment, therefore, is to restrict the intake 
of protein, and as little as 20 g. a day can be tolerated 
for long periods (SHERLOCK et al—Lancet,; 2: 689, 1956) 
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Carbohydrate should be given in large quantities, if 
necessary intravenously, to ensure an adequate intake of 
calories. A short course of chlortetracycline or neomycin 
is recommended to destroy nitrogen-forming bacteria in 
the gut. Unfortunately no specific drug is yet known 
for the treatment of hepatic failure comparable, for 
example, to digitalis. Glutamic acid is occasionally 
successful, but does not influence the course of the more 
severe forms of hepatic necrosis (WatsHE—Lancet, 1: 
1235, 1955). More recently an. encouraging report has 
appeared on arginine, an-amino-acid which plays a part 
in the formation 6f urea from ammonia (NAJARIAN AND 
HARPER—Am. J. Med., 21: 832, 1956). It is given 
intravenously, 25 g. of L-arginine hydrochloride being 
dissolved in 500 ml. of 10 per cent dextrose ; the dose 
can be repeated if necessary. More than half the fifteen 
patients studied, including two with severe viral hepa- 
titis, responded favourably, but the course of liver failure 
is so unpredictable that large numbers will have to be 
treated before conclusions are justified. 

It if important to~avoid the various precipitating 
factors of hepatic failure, sinee it is difficult to estimate 
the functional capacity of the damaged liver. Nitro- 
genous intoxication can be produced by ammonium com- 
pounds, amino-acids such as methionine (WaATSON—Ann. 
Int. Med., 31: 405, 1949), ion-exchange resins, and aceta- 
zolamide. Bleeding from oesophageal varices provides 
another source of protein which may be dangerous. For 
this reason control of bleeding by the Sengstaken tube, 
followed by gastric lavage, mild aperients, and high 
etiemata has been recommendéd. Anaemia must be 
corrected, if necessary by blood transfusions, though 
these may imcrease ascites because of their high salt 
content. Morphine should be given sparingly, and the 
short-acting barbiturates are probably safer. Even minor 
surgical procedures are poorly tolerated, and it cannot 
be too strongly emphasized that porta-systemic anasto- 
moses in patients with severe portal hypertension should 
be avoided until every effort has been made to ensure 
adequate liver function by consecutive medical treat- 
ment (Annotations, Brit. M. J., 1: 1173, 1957). 


Chloramphenicol in Acute Respiratory Infection 

IOANNIDIS AND MURDocH (Brit. M. J., 1: 1157, 1957) 
in reporting on the results of observations on 80 patients 
with acute respiratory infection of mixed bacterial origin 
either per se or complicating other conditions treated 
with chloramphenicol, 2 g. daily for 5 days, write : 

Clinical improvement resulted in 77, three being 
totally unaffected. Relapse occurred in three patients 
within one week. The infection was controlled in 73 
patients for periods varying from one to eight months 
after treatment. 

Seventy-five patients were quite free from side- 
effects; dry mouth was observed in three, a mild skin 
rash in one, and slight transient diarrhoea in one. No 
blood dyscrasias of any kind were detected. 

The potential toxicity of chloranfphenicol has been 
overstressed. If it is given in short courses of 10g. over 
five days to patients with acute. and severe respiratory 
infections a satisfactory and prompt response is obtained, 
with a very low failure and relapse rate, and with 
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negligible toxicity. Chloramphenicol has, therefore, a 
definite place in the treatment of such cases, but should 
not be employed in prolonged dosage or for trivial in- 
fections. It may well be that the avoidance of its ex- 
tensive use in recent years has had the advantage of 
enabling us to deal effectively with organisms now fre- 
quently resistant to the other antibiotics more commonly 
employed. 
Maint in Pernici 4 

KRISTENSEN AND OTHERS (Lancet, 1: 1266, 1957) gives 
in the following lines the. summary of their observation 
on the maintenance therapy in pernicious anaemia : 

The patients with pernicious anaemia were treated 
initially with injections of vitamin B,, (cyanocobalamin), 
which brought the vitamin-B,, level in the plasma up to 
a normal value. Nine of these patients were given oral 
maintenance therapy with ‘Cycoplex MCO’, which con- 
sists of vitamin B,, and small quantities of dried hog 
pyloric mucosa. During this treatment the levels of 
vitamin-B,, in tH plasma ‘fell to abnormally low values 
in eight of the nine patients, and in one patient, who 
also had received ‘cycoplex’ as initial therapy, the level 
remained low. At the same time the bone-marrow 
showed signs of insufficient therapy, whereas the amount 
of Hb and the erythrocyte-count mostly remained normal. 

It proved impossible to restore the vitamin B,, in 
the plasma to a normal value by increasing the dose of 
‘cycoplex’, but the injection of vitamin B,, immediately 
did so. 

In two patients treated with intermittent injections 
of a preparation of liver extract supplemented with 
crystalline vitamin B,, (‘Hepsol fortior MCO’) the level 
of vitamin B,, remained normal. 

The control of maintenance therapy of pernicious 
anaemia should include, in addition to determination of 
Hb and erythrocyte-count, determination of the vitamin- 
B,, level in the: plasma and examination of the bone- 
marrow. Only in this way can imsufficiency of the 
therapy be disclosed at an early stage. 

As initial treatment of pernicious anaemia, injections 
of vitamin B,, are recommended, and this initial treat- 
ment should be more intensive than usual, the total dose 
being about 2000 ug. of vitamin B,,. 

The oral preparation ‘cycoplex MCO’, which consists 
of vitamin B,, and small quantities of hog pyloric 
mucosa, appears to be insufficient, because it does not 
keep the bone-marrow and the vitamin-B,, level in the 
plasma normal. 

The efficacy of other oral preparations should be 
studied by determining the vitamin B,, level in the 
plasma and by examining the bone-marrow. 


Orphenadrine in Paralysis Agitans 

DosHay anp Constants (J.A.M.A., 163: 1352, 1957) 
write that in a series of 176 patients, orphenadrine 
(Disipal) hydrochloride in doses of 50 mg. thrice daily 
was found to be a valuable adjunct to the therapy of 
paralysis agitans. It proved successful in 55-7 per cent 
of the patients and failed in 44-3 per cent. It exerts a 
highly seléctive action against some of the most dis- 
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turbing symptoms of this ailment, an action that can- 
not be duplicated by any other current remedy. It is 
effective as a euphoriant against depression and dis- 
couragement and as an energizing agent against weak- 
ness, fatigue, adynamia, and akinesia, It exerts a potent 
action against sialorrhoea, diaphoresis, oculogyria, and 
blepharospasm. It has the remarkable propensity to re- 
lease free, spontaneous, and automatic activity. It also 
lessens rigidity and tremor. It is a harmless prepara- 
tion, with minimal side-reactions, and is safe to employ 
even in cases complicated by glaucoma. Its chief draw- 
back is the tendency for thé good effects to wear off in 
the course of months, although some patients have con- 
tinued to derive benefits for over a year. It readily 
combines with all anti-Parkinsonism agents and may be 
added to the program of every patient suffering from 
paralysis agitans except those in whom major tremor 
is the dominant symptom. 


Fatal Agranulocytosis during Carbimazole Therapy 

Tarr (Lancet, 1: 303, 1957) describes a case of fatal 
agranulocytosis in a man, aged 66, treated with carbi- 
mazole, one of the least toxic anti-thyroid drugs. 

This appears to be the eighth recorded case of severe 
haematological reaction to carbimazole, and the third 
fatal case. 

Two other cases of neutropenia detected by routine 
white-cell counts are mentioned. 

Cervicodorsal Outlet Syndrome 

Newson (J.A.M.A,, 163; 1570, 1957) in giving an out- 
line of treatment of cervicodorsal outlet syndrome 
writes : 

Pain, numbness, and discomfort in the shoulder and 
upper extremity can result from mechanical pressure 
upon neurovascular structures in the cervicordorsal out- 
let. The term cervicodorsal outlet syndrome includes 
the following specific conditions: cervical rib syndrome, 
scalenus anticus syndrome, subcoracoid pectoralis minor 
or hyperabduction syndrome, and costoclavicular syn- 
drome. Outlet syndrome occurs more often in women 
than in men and most frequently in the third and 
fourth decades. Predisposing factors are developmental 
anomalies in the cervicodorsal outlet causing pressure on 
neurovascular structures, poor posture with drooping 
shoulders, elevation of arms above head for prolonged 
periods during sleep or at work, activities that force 
shoulders to be depressed or retracted, and anxiety ten- 
sion state. 

Although the outlet manoeuvres (hyperabduction of 
the arm, forced depression and retraction of the shoulder 
girdle, Adsoy test, and Allen test) are aids in diagnosis, 
they should not be overemphasized in establishing the 
diagnosis of outlet syndrome or in deciding whether 
surgery is indicated. 

The present trend in treatment of outlet syndrome 
is toward more conservative therapy, with surgical proce- 
dures being reserved for the few patients with serious 
involvement who do not respond to a conservative 
program. All patients with outlet syndrome should have 
a 4 to 12 weeks’ trial of physical therapy, which they 
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are instructed to carry out themselves twice daily at 
home, consisting of the application of radiant heat, seda- 
tive massage (when necessary to relieve pain and spasm), 
and exercises to strengthen the muscles that elevate the 
shoulders and to improve posture. They should be 
cautioned to avoid activities that aggravate their 
symptoms. 

Under conservative management more than 70 per 
cent of patients with outlet syndrome will receive signi- 
ficant relief and an additional 25 per cent will notice 
no progression of symptoms. Surgical treatment should 
be considered only in the @mall percentage of patients 
who have serious involvement and receive no benefit 
from conservative measures. 


Lump in the Throat 


Most patients who complain of a lump in the throat 
refer to a subjective sensation somewhere in the cervi- 
cal yiscera or in the midline of the neck, though occa- 
sionally one who uses the expression refers to what is 
an obvious lump in the neck. Among those who com- 
plain of this symptom in the throat is a minority in 
whom it may be the only warning of serious organic 
disease in the upper respiratory or alimentary passages, 
and it is not difficult to underestimate the significance 
of the symptom in this group. Consequently every case 
requires caréful interpretation, followed by a diligent 
examination until a precise diagnosis can be made. If 
this cannot be established with confidence by simple 
means, patients of an age when they are subject to 
cancer are best referred to a specialist department for 
further clinical, radiological, and direct endoscopic 
examination without delay. The sensation of a lump in 
the throat, often accompanied by other paraesthesiae 
and a variable degree of dysphagia, may indeed be the 
first symptom in cancer of the tongue, tonsils, pharynx, 
extrinsic larynx, oesophagus, or thyroid gland. Early 
diagnosis is thus essential. Too often these patients 
present themselves for treatment with what has become 
a lump in the neck, when both treatment and prognosis 
are altered (MARTIN anD RoMIgU—Postgrad, Med., 11: 
491, 1952). 

While, the occasional benign tumour or foreign body 
may also cause this type of pharyngeal discomfort, there 
are many more patients with the same sensations derived 
from lingual tonsillitis, chronic pharyngitis, and similar 
conditions producing an excess of mucus or mucopuru- 
lent secretion in the hypopharynx. Chronic suppuration in 
one or more of the paranasal sinuses is well known to 
be often associated with any of these troubles. In a recent 
paper Mills (J. Laryng., 70: 530, 1956) has drawn atten- 
tion to this, stating that six out of ten patients who 
attended hospital complaining of a lump in the throat 
were found to have pus in their maxillary antra on 
proof puncture. All symptoms disappeared when the 
sinusitis was cured. 

Finally comes a large group of patients whose com- 
plaint of a lump in the throat is an expression of some 
form of neurosis. It may often be aggravated by chronic 
ailments such as tuberculosis, anaemia, or dyspepsia. 
Hysterical symptoms of the same type may also develop 


in patients subjected to particular physical or emotional 
stress, sometimes in womep at the menopause, and in 
many people as an expression of cancerphobia. In a few 
of these patients it may even be possible to demon- 
strate actual spasm of the pharyngeal muscle or more 
rarely of the glottis. The correct treatment in some of 
these cases may amount to no more than sympathetic 
explanation and reassurance. (Annotation, Brit. M. /J., 
21: 220, 1957). 


Carcinoma of the Larynx 


JACKSON AND OTHERS (J.A.M.A., 163: 1567, 1957) from 
the analysis of the results of surgery and irradiation 
studied in 1,066 patients treated for carcinoma of the 
larynx during the period of from 1930 to 1955 observe . 

The treatment was partial laryngectomy in 384 cases, 
total laryngectomy in 374, ‘laryngectomy with radical 
dissection of the neck in 48, and irradiation in 260. Data 
on five-year survival were obtained in 695 patients; the 
rate was highest (87 per cent) for parti! laryngectomy, 
intermediate (64 per cent) for total laryngectomy, and 
lowest (42 per cent) for irradiation. There were 20! 
patients in whom total laryngectomy was the initial treat- 
ment, who did not die of other causes, and who were 
followed up after operation ; 37 of these developed cervi- 
cal metastases. Of the 14 in this group who were treated 
by irradiation alone, none survived. Comparison of the 
most recent figures with those reported in 1948 showed 
that the overall survival rate had remained unchanged 
at 72 per cent. 


Kidney Lesions in Acute Renal Failure in Shock 

BRUN AND Munck (Lancet, 1: 603, 1957) from the 
histological studies of the kidneys in 33 severe cases 
of acute renal failure following shock observe that the 
most important histological changes were: (1) dilata- 
tion of the distal convoluted tubules with attendant 
flattening of the epithelium; (2) pigmented casts in the 
distal convoluted tubules, Henle’s loops, and collect- 
ing tubules; and (3) interstitial changes consisting of 
small foci of cellular infiltrations and oedema. 

In many cases there were some dilatation of . the 
proximal tubules and moderate flattening of the epithe- 
lium but rarely more than can be seen in normally func- 
tioning tubules. 

Hydropic changes in the epithelium of the proximal 
tubules were a common finding; but it is highly pro- 
bable that this change was due to infusions of dextran, 
sucrose, or sulphate, and not to the kidney disease as 
such, 

Tubular necrosis and mitoses in the tubular epithelium 
were found in a few specimens. No unquestionable 
tubular disruptive lesions were seen, but the ordinary 
histological technique is insufficient to show this. 

The various histological changes occurred nearly with 
the same frequency in both the early days of the disease 
and the later stages. 

The most impressive general observation was the con- 
trast between the moderate structural changes and the 
complete functional breakdown. 
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Protein Metabolism in Fractures 

Basu (Calcutta M.J., 53: 221, 277, 310 amd 355, 1956) 
in dealing with the problem of protein metabolism in 
the healing of fractures made clinical, radiological and 
histological (in a few cases) studies on the healing of 
induced fractures in experimental animals, e.g., fully 
grown adult male rats, fed respectively on standard 
stock diet, on 4 per cent and 15 per cent synthetic pro- 
tein diets, on average Bengalee diets with or without a 
supplement of 6 per cent protein in the form of caseine 
powder and found that healing was better on high pro- 
tein diet; it was better on standard stock diet than on 
artificial synthetic diet and was more evident in Ben- 
galee diet with 6 per cent protein supplement than ordi- 
nary average Bengalee diet. 

Nitrogen balance was also studied in experimental 
fractures in rats and it has been found that there is a 
negative nitrogen balance for the first few days after 
injury changing later on to positive balance and this 
negative nitrogen balance was more marked in animals 
fed on high protein diet. 

Plas protein estimations done in common 
types of fracture in average Bengalee patients. From 
the study of the protein levels in these cases though 
no marked difference in the union of fracture was noted 
radiologically serious fracture cases (as fracture of the 


neck of the femur occurring in old patients with poor: 


nutrition) showing low plasma protein levels had com- 
plications such as basal pneumonia and bedsores while 
cases showing higher plasma protein levels progressed 
* satisfactorily. 

The negative nitrogen balance as observed in animal 
experiments was also noted in 10 human cases after 
traumatic accidental fractures and soft tissue injury. This 
negative nitrogen balance varied with different types 
of fracture, age and nutrition of the patient and was 
more marked in healthy young adults than in old debi- 
litated persons. In an average Bengalee patient the 
negative nitrogen balance lasted for 1-3 weeks depend- 
ing on the type of fracture in contrast to 6-9 weeks 
a# reported by foreign workers. 

Though the results of animal experiments are not 
always applicable to human beings, a plea is advanced 
from the foregoing observations to supplement protein 
in diet of nutritionally poor patients to help the process 
of union after fractures and to avoid secondary com- 
plications following major fractures in old persons. 


Electrolyte Imbalance in Ureterosigmoidostomy 


Stamey (Surg. Gynec. & Obst., 103: 736, 1956) gives 
in the following lines the summary of his observations 
on the pathogenesis and implications of the electrolyte 
imbalance in ureterosigmoidostomy : ‘ 

Patients with diversion of the urine to the colon, 
regardless of how much colon is used or if only one 
ureter is transplanted, may lose potassium. The only 
reguirement is absorption of chloride, sodium, and urea 
in quantities sufficient to initiate an osmotic diuresis. 
Local secretion of potassium by the colon is a second 
source of ionic loss. Pyelonephritis is not mecessary 
for hyperchloraemic acidosis or potassium loss. The 
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problems resulting from performing an operation that 
may lead to chronic potassium loss in a large number 
of cases are not easily dismissed. This is particularly 
so in these patients because the hyperchloraemia leads 
to a serum acidosis on the one hand, and the potasium 
loss causes a serum alkalosis on the other. The role 
of sodium bicarbonate in relation to potassium loss needs 
further elucidation. 

But perhaps the greatest difficulty tesides in the in- 
sidiousness of potassium deficiency. Although it causes 
renal insufficiency and may produce weakness, lethargy, 
and anorexia hardly distinguishable from terminal 
cancer, it is often a relatively asymptomatic disease. If 
potassium deficiency could be measured by serum deter- 
mination, this might not be such a serious problem. But 
potassium is the major cation of the body, totalling some 
3,000 to 4,000 milliequivalents, with only 70 milliequiva- 
lents present in the extracellular fluid. These 70 milli- 
equivalents are notorious for not reflecting the level 
of body potassium, and may even be present in high 
concentrations when depletion is severe. The electro- 
cardiogram reflects extracellular potassium, and is thus 
subject. to the same difficulties as the serum potassium. 
Muscle biopsies and balance studies will reveal the 
amount of potassium deficiency, but these are not easy 
to carry out, and certainly are not out-patient studies. 
If ome of these patients should arrive at the hospital 
sick, dehydrated, and acidotic, the use of intravenous 
sodium bicarbonate or lactate, or 10 per cent glucose, 
will occasionally end in sudden death if the potassium 
deficiency is severe enough. Yet with dehydration, the 
serum potassium may not be: low, and pyelonephritis 
being so common, the attending physician does not like 
to give intravenous potassium anless the urinary output 
is first adequate. 

Finally, when prophylactic replacement of potassium 
is undertaken on an outpatient basis, it must be re- 
membered that excess potassium will be excreted in a 
system which is singularly susceptible to reabsorption at 
some undetermined concentration in the colon. Who has 
the courage to risk the even greater danger of hyper- 
kalaemia with cardiac arrest in the presence of so many 
unknowns ? 

Except where rapid and continuous run-off of urine 
occurs from a short segment, the operation of uretero- 
sigmoidostomy should probably be abandoned. 


Undescended Testis 


Hanp (J. A. M. A., 164: 1185, 1957) in the clinical 
evaluation of the treatment of undescended testis and its 
complication observes that the changes caused by a 
testis’ failure to descend per se do not impair fertility 
if the testis reaches the scrotum by puberty. In a small 
series of cases, bilateral spontaneous descent gave a 
slightly higher percentage of fertility than bilateral 
orchiopexy at the same age. This speaks“in favour of 
giving the testes a chance to descend spontaneously. 
Clinical signs of possible spontaneous descent are (1) 
mobility in the normal line of descent, (2) palpation of 
a small cord, (3) response of the scrotum when the 
cremaster reflex is initiated, (4) a patent scrotal neck, 
and (5) absence of a demonstrable hernia. 
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Adequate hormone therapy will hasten descent, pro- 
vided there is no mechanical obstruction or agenesis. 
Such therapy is of particular value in boys with bilateral 
retention. It should not be used when there is a concur- 
rent hernia or torsion, when the testis is arrested in 
an ectopic position, or when the patient has passed 
puberty. 

It is best to defer hormone stimulation until the age 
of 8 years. This allows (1) more time for possiple spon- 
taneous descent but still enough for orchiopexy prior to 
puberty if descent has not been induced and (2) the deve- 
lopment of a larger testis, which permits better fixation 
than can be accomplished in the younger child and, thus, 
lessens the possibility of post-operative retraction. 
Neither hormone therapy mor operative investigation 
must be deferred beyond puberty. (Author’s summary). 


Aldosterone-Producing Tumours of the Adrenal Gland 


HEWLeETt AND OTHERS (J. A. M. A., 164: 719, 1957) in 
reporting on three cases of aldosterone-producing tumours 
of the adrenal gland observe that the outstanding clinical 
features of primary aldosteronism include hypertension, 
recurrent ‘‘paralysis,’’ polydipsia, and polyuria. Chemi- 
cal changes in the blood are hypokalaemia, alkalosis, 
and a tendency toward hypernatraemia. Abnormalities 
in renal function are characterised by decrease of urine- 
concentrating power and persistently alkaline urine with 
good glomerular function. Electrocardiographic findings 
are important in detecting hypokalaemia. Diabetes mel- 
litus was present in two of the three patients under 
review. Aldosterone diacetate was identified in large 
amounts in the urine of all three. An adrenocortical 
tumour was removed in each instance, and after opera- 
tion the patient became asymptomatic and aldosterone 
disappeared from the urine. Mild acidosis and hyper- 
kalaemia appeared temporarily postoperatively, suggest- 
ing the development of hypoaldosteronism. Blood urea 
levels became abnormally high temporarily in two 
patients postoperatively. Hypertension was corrected in 
one patient, was improved in one, and remained un- 
changed in the third. A glucose-tolerance curve typical 
of diabetes became normal in one patient, and frank dia- 
betes was ameliorated in another. The ability of the 
kidneys to acidify and to concentrate urine was restored. 


Myofascial Pain Syndromes 

Bontca’ (J. A. M. A., 164: 732, 1957) writes that 
myofascial pain syndromes are among the most common 
causes of pain and disability, especially around the 
shoulders, low back, and neck. These disorders are 
usually the result of acute or chronic injury and are 
characterised by the presence of trigger areas and symp- 
tom complexes which have definite patterns. Once 
these patterns have been learned, the sources of pain 
can be readily predicted. 

These conditions can be effectively treated by the 
general practitioner in his office with local block techni- 
ques in the form of infiltration with local anaesthetic 
agents or application of ethylchloride spray. The utility 
of this method is based on the notion that in the dis- 
orders there is a self-sustaining cycle of painspasm—pain 


persisting after the precipitating cause has disappeared, 
which may be permanently abolished by interruption of 
the reflex mechanisms. 

In order to produce optimal results, the trigger area 
must be accurately located and treatment directed pri- 
marily toward its elimination. Physical therapy and 
active exercise are necessary adjuncts to local blocks. Not 
all patients respond, and in many the response is slow, 
incomplete, and/or only temporary, but there are those 
in whom these simple measures provide relief of pain and 
disability in a manner as dramatic as one is likely to 
encounter in general practice. 


Cortisone and Allied Substances in Ankylosing 
Spondylitis 

Crort (Brit. M. jJ., 2: 137, 1957) reports on the res- 
ponse of 14 consecutive patients with advanced and pain- 
ful ankylosing spondylitis to treatment with corticotro- 
phin, cortisone, and prednisolone. There has been an 
appreciable degree of relief of symptoms, which had not 
been obtained by other means. The relief of pain was 
rapid, and was accompanied by some increased freedom 
of movement. In “some cases treatment was stopped, 
with continuing relief. 


Prednisolone in Cerebral Metastases from Breast Cancer 

KorMan aND OTHERS (J. A. M. A., 163: 1473, 1957) 
from the effects of prednisolone studied in 22 patients 
with neurological symptoms resulting from cerebral 
tumours observed that the primary lesion was mammary 
carcinoma in 15 cases and bronchogenic carcinoma in 
2; im one patient each it was uterine carcinoma, malig- 
nant melanoma, and pancreatic carcinoma. Two patients 
had inoperable primary tumour of the brain: one acous- 
tic: neurinoma and one craniopharyngioma. The basic 
dose was 50 mg. of prednisolone twice daily by mouth, 
generally continued for three or four months. Remark 
able temporary improvement in neurological symptoms 
was seen in 14 patients. This effect usually was not 
explained by any actual regression of the tumours or By 
any simple relation to the nature of the primary lesion. 
It seemed most likely that the relief afforded by predni- 
solone depends on its anti-inflammatory effect and that 
lesions surrounded by oedema improve somewhat while 
those surrounded by haemorrhage are unaffected. The 
favourable effects lasted several weeks to several months. 
but in one patient still continue after 15 months of 
therapy. 


Radioactive Gold in Superficial Malignant Lesions of 
Bladder 


TUOVINEN AND Kettunen (Brit. M. J., 1: 1090, 1957) 
write that intracavitary instillation of colloidal radio- 
active gold (*"Au) was used for treatment of patients 
with multiple papillomata of the bladder: Approxi- 
mately 300 mc. of gold was instilled into the bladder 
for four to six hours to deliver a dose about 4,000 to 
5,000 r to the bladder epithelium. The treatment had 
no harmful side-effects locally or on the general con- 
dition of the patient. 
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Three selected cases suitable for radioactive gold 
therapy are briefly reported. 

It is maintained that this method is an excellent 
type of irradiation for really superficial malignant 
lesions. The method was used for treatment of multiple 
papillomatosis of the bladder alone or in conjunction 
with surgery. 


Foetal Post-maturity and Prolongation of Pregnancy 


Browne (Brit. M. J., 1: 851, 1957) from a critical 
study of the incidence and sequelas of induction of 
labour for post-maturity in British hospitals remarks : 

A review.of hospital reports shows that there are 
very large variations in the frequency of induction of 
labour for post-maturity without any significant dif- 
ferences in the perinatal mortality rates. In certain 
hospitals the induction rate is 30 times that in others 
in which induction for post-maturity is done. 

In one hospital with approximately 5,000 deliveries 
in a year it was not done once, yet the stillbirth rate 
was the seventh lowest in the 32 hospital reports, and 
the’ caesarean section rate was 1-8 per cent—the lowest in 
all the reports. There were no deaths from post-matu- 
rity either before or during labour, 

The complications occurring in 596 surgical induc- 
tions for post-maturity are reviewed. They include long 
induction-delivery intervals and a high caesarean sec- 
tion rate (6-2 per cent), the sections being usually done 
for prolonged labour due to disordered or abnormal 
uterine action. 

It is suggested that many cases of so-called post- 
maturity are really examples of slow maturation of 
the foetus and placenta, and that as good or better 
perinatal mortality rates can be got in these cases with- 
out induction. 

Others may be due to the occurrence of conception 
in a very long menstrual cycle. 

The higher foetal mortality in post-mature as com- 
pared with term babies can be adequately explained by 
the larger size of the infants in the former and the 
longer duration of labour. . 

If, because of the larger size of the baby, there is 

disproportion, the case should be treated by trial of 
labour. Induction of labour is not the modern treat- 
ment for disproportion, at least in primigravidae. 
(Author’s summary). 


Hysterectomy on Young Women 


Jacors AND OTHERS (Surg. Gynec. & Obst., 104: 307, 
1957) in describing the effects of hysterectomy in young 
women observe : 

Of a series of 568 hysterectomies, 68 (12-1 per cent) 
were performed on women under 30. Forty-six of the 
68 could be interviewed from 1 to 2% years after the 
hysterectomy, and the following questions were asked : 
1. Do you feel that your operation was worth while, and 
are your symptoms relieved? 2. Has the operation 
affected your sexual life? 3. Are you concerned about 
having no future menstrual periods? 4. Are you con- 
cerned that you will not be able to become pregnant? 
5. Do you have any Hot flushes or extreme nervousness, 
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and, if so, do you take any treatment for these symptoms ? 
All but 4 of the 46 patients were completely relieved of 
their symptoms, 3 were partially relieved, and | patient 
stated that she had not been helped by the operation. 
Regarding the effect on sexual relations 28 said that 
there was no change; 13 who had had dyspareunia be- 
fore operation were relieved of this and now had greater 
sexual satisfaction; and 5 reported that sexual relations 
were slightly less satisfactory, but they were not unduly 
concerned. None expressed concern over the loss of 
menstrual function. Only 2 of the 46 patients worried 
about the loss of fertility. Twenty-seven patients re- 
ported no vasomotor symptoms and 19 reported mild to 
moderate symptoms, quickly relieved by mild sedation. 
The authors conclude that the more complete type of 
hysterectomy provides much better results than does 
partial resection, leaving behind a nonfunctioning uterus 
simply because a patient happens to be relatively young. 
If the pelvic disease has made future pregnancies im- 
possible, a total hysterectomy should be performed, pro- 
vided the patient is in good physical condition and has 
been made aware of the procedure and agrees to it be- 
forehand. 


Intramural Obstructing Endometriosis of the Ureter 


BEAHRS AND oTHeERsS (Proc. Staff Meet. Mayo Clin., 32: 
73, 1957) report a case wherein an intramural endometrial 
lesion had progressed to obstruction of the ureter and 
eventful non-function of the kidney with resultant 
nephro-ureterectomy. 


Treatment of Eclampsia 


SuHears (Brit. M. J., 2: 75, 1957), in reporting on the 
observations on the combined chlorpromazine, prometha- 
zine and pethidine treatment in 124 consecutive unselect- 
ed cases of eclampsia in the Kandang Kerbau Hospital 
for Women, Singapore, observes that the results of treat- 
ment by the new method compdte very favourably with 
those obtained prior to its introduction. In the years 
1952, 1953, and 1954 (excluding November and December, 
1954) a total of 188 cases of eclampsia were treated prin- 
cipally by the Dieckman method. The maternal morta- 
lity rate in that series was 9-6 per cent, which is about 
1-5 per cent higher than the result obtained by the new 
method. The eclampsia perinatal mortality rate over 
the same period was 36 per cent, which is about 10 per 
cent higher than the figure for the new method of 
sedation, and this figure is statistically significant. 

This method of sedation proved to be the most suit 
able as the patients could be quickly brought under 
control and prepared for delivery thus lessehing the 
load on the medical and nursing staff of a very busy 
hospital. 


Treatment of Trichomonal Infections 


CATTERALL AND Nicor (Brit. M. J., 2: 29, 1957) in 
giving the summary of their observations on the syste- 
mic treatment of trichomonal infections observe : 

Treatment of trichomonal infections by local applica- 
tions has proved unsatisfactory and the mature of the 
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disease is. probably such that treatment will continue 
to be unsatisfactory until a remedy is found which is 
effective when administered systemically. 

An antibiotic, trichomycin, which has not been mar- 
keted in Britain and which has pronounced trichomona- 
cidal activity in vitro, was supplied for investigation. 
Groups of patients were treated locally, systemically, 
and with combined local and systemic treatment. Local 
treatment was not satisfactory in preventing relapse 
and was less effective than the standard remedy, ace- 
tarsol. Systemic treatment was ineffective in eradicat- 
ing the infection in 44 cases, and tests for antitrichomo- 
nal activity were negative in blood serum from six of 
these patients and in urine from 12. 

Acinitrazole, which is also an effective trichomonaci- 
dal drug in vitro, was without therapeutic activity in 35 
cases treated systemically. Samples of blood serum 
from four patients and urine from 10 patients showed 
no antitrichomonal activity at the end of the course of 
treatment. 

A plea is made that new drugs should not be put on 
the market and advertised to physicians until adequate 
trials have been carried out and the results confirmed 
on repetition. 


Placental Transmission of the L. E. Factor 


BEBLYNE AND oTHERS (Lancet, 1: 15, 195%) report two 
cases of systemic lupus erythematosus in pregnancy in 
which there was transmission of the L..E. factor to the 
infants. The L.E. cell was not demonstrable in either 
infant after the age of 7 weeks. The babies were clini- 
cally healthy. S.1l,.E. complicating pregnancy, and in- 
heritance of S.L.E., are both rare. 


Kwashiorkor in Children and its Response to Protein 
Therapy 

SCRIMSHAW AND OTHERS (J. A. M. A., 164: 555, 1957) 
in giving a summary of a paper read at the symposium 
on “The Relation of Protein and Amino Acids to Human 
Nutrition” sponsored by the Council on Foods and 
Nutrition, U.S.A. observe : 

The characteristics of severe protein malnutrition 
(kwashiorkor) in children include retarded growth and 
development, oedema, anorexia, apathy and sometimes 
irritability, hair and nail changes, skin lesions, diarrhoea, 
anaemia, lowered serum protein and albumin, lowered 
serum levels and absorption of fat-soluble vitamins, 
lowered serum levels of pseudo-cholinesterase, amylase, 
lipase- and alkaline phosphatase, reduced. duodenal 
enzyme activity, fatty liver, reduced heart size, and 
lowered , electrocardiographic voltages. All of these re- 
turn to normal or improve greatly within the first 7 
to 10 days of protein therapy, apparently even when 
this therapy is given in the form of vitamin-free casein. 
Suitable vegetable protein mixtures may also be used. 

Children exposed to cross infection in open pediatric 
wards require longer hospitalisation for satisfactory re- 
covery. The associated deficiency of other nutrients can 
be corrected by diet alone except when severe iron 
deficiency caused by malaria or hookworm is present; 
in that case, supplementary iron should be given orally. 


There is no convincing evidence that vitamin B,,, lipo- 
tropic substances, or enzyme preparations have a place 
in the treatment of kwashiorkor. 


INH in Tuberculous Meningitis 

WEISS aND oTHERS (J. A. M. A., 164: 947, 1957) 
from analysis of the case histories of 192 patients with 
tuberculous meningitis from 1943 to 1955 observe that 
during the era preceding the introduction of specific 
therapy in 1948, not a single one of 42 patients survived. 
During the subsequent five years, the era of strepto- 
mycin and aminosalicylic acid, the mortality rate was 
84 per cent in a group of 79 patients. After the in- 
troduction of isoniazid in 1953, the mortality fell to 54 
per cent in a group of 71 patients. The mortality has 
been lowest in patients under 41 years of age, and 
has been only 19 per cent in a group of 16 patients less 
than 11 years old. No evidence was found to justify 
the continued use of the intrathecal route for adminis- 
tering streptomycin. Patients in whom the meningitis 
is accompanied by miliary tuberculosis have done as 
well, since the introduction of isoniazid, as those with- 
out miliary tuberculosis. 


Intermittent Positive-pressure Breathing Aerosol 
Therapy in Asthma in Children 

GODDARD AND RoorpacH (J. A. M. A., 163: 1123, 
1957) write that one hundred children with varying de- 
grees of asthma and ranging in age from 1 to 17 years 
were treated in a four-year period by intermittent posi- 
tive-pressure breathing-aerosol therapy. Inspiratory posi- 
tive pressures of 5 to 15 cm. H,O were employed; 
oxygen was used as the source of pressure and to 
nebulize the desired medicament. Aerosol medications 
consisted of bronchodilators, antibiotics, or surface-active 
or mucus-dissolving drugs as indicated. Both subjec- 
tive and objective benefits occurred in 98 of the 100 
children. It is believed that severe emphysema in this 
young age group can be corrected by intensive inter- 
mittent positive-breathing-aerosol programmes. 


Conduct Disorders. in Epileptic Children 

GRUNBERG AND Ponpd (J. Neurol. Neurosurg. & 
Psychiat., 20: 65, 1957, Ref. J. A. M. A., 164: 611, 
1957) in giving a comparative study of 53 epileptic 
children with behaviour disorder and 53 psychiatrically 
normal epileptic children in respect to organic, genetic, 
and social environmental factors observe : 

The 2 groups differed significantly as to their social 
environment. The epileptic children with behaviour dis- 
orders had a more disturbed family background. The 
most significant social environmental factors were a dis- 
turbed emotional maternal attitude towards the child 
and experiences by the child of breaks and changes in 
environment. When 35 epileptic children with beha- 
viour disorders were compared with 35 nonepileptic 
children with the same behaviour problems, the same 
adverse social environmental factors were found in both 
groups. The disturbed family background associated 
with conduct disorders in childhood epilepsy,. whether 
causal or not, must be dealt with by combined medical 
and child-guidance techniques. ™ 
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CURRENT TOPICS 


SMOKING AND HEALTH 


JOINT REPORT OF THE STUDY GROUP* ON 
SMOKING AND HEALTH 


The Study Group on Smoking and Health was orga- 
nized in June 1956, at the suggestion-of the American 
Cancer Society, the American Heart Association, the 
National Cancer Institute, and the National Heart Insti- 
tute, to review the problem of the effects of tobacco 
smoking on health and to recommend further needed 
research to the sponsoring organizations. 

The study group has held six 2-day conferences, has 
examined the pertinent literature and more recent un- 
published reports, and has consulted with scientists re- 
presenting specialized areas of research concerned with 
the subject. 

The study group, cognizant of the implications of its 
conclusions and recommendations, now submits the fol- 
lowing joint report. 


Lwunc CANCER 


At least 16 independent studies carried on in five 
countries during the past 18 years have shown that 
there is a statistical association between smoking and 
the occurrence of lung cancer (appendix A). (As used 
in this report, the term lung cancer refers to epidermoid 
and undifferentiated types of carcinoma of the lung, but 
not to adenocarcinoma.) These retrospective studies 
have been reinforced by two investigations in which 
large male populations have been followed prospectively. 
Lung cancer occurs much more frequently (5 to 15 times) 
among cigarette smokers than among nonsmokers, and 
there is a direct relationship between the incidence of 
lung cancer and the amount smoked. It is estimated 
that on a lifetime basis, one of every ten men who 
smoke more than two packs a day will die of lung 
cancer. The comparable risk among nonsmokers is 
estimated at one out of 275 (appendix B). Self-selec- 
tion and sampling bias have been mentioned as possible 
sources of error.. Examination of the evidence shows 
that any distortion resulting from these sources does 
not invalidate the conclusions (appendix C). 

Epidemiologic studies also indicate that cigarette 
smoking cannot account for all cases of epidermoid 
cancer of the lung. There are other causative environ- 


*Members of the Study Group on Smoking and 
Health, which was sponsored by the American Cancer 
Society, the American Heart Association, the National 
Cancer Institute, and the National Heart Institute, are 
Frank M. Strong, University of Wisconsin, Madison, 
chairman; Richard J. Bing, Washington University Medi- 
cal School, St. Louis, Mo.; Rolla E. Dyer, Emory Uni- 
versity Medical School, Atlanta, Ga.; Abraham M. 
Lilienfeld, Roswell Park Memorial Institute, Baffalo, 
N.Y.; Norton Nelson, Postgraduate Medical School, New 
York University, New York; Michael B. Shimkin, Na- 
tional Cancer Institute, Bethesda, Md.; and David M. 
Spain, Beth-El Hospital, Brooklyn, N.Y. Dean F. Davies 
of the American Cancer Society assisted the group as 
executive secretary. 
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mental factors, the most important of which are pro- 
bably various atmospheric pollutants. As in other 
diseases, various other influences, such as sex, nutrition, 
and heredity, may modify its occurrence (appendix D). 

The two prospective studies further suggest that 
cessation of smoking by chronic smokers decreases the 
probability that such individuals will develop lung 
cancer. 

The epidemiologic evidence is supported by labora- 
tory studies on animals. At least five independent inves- 
tigators have produced malignant neoplasms by tobacco 
smoke condensates. Although the active material has 
not been identified chemically, some progress has been 
made in localizing the activity in purified fractions 
(appendix E), Although the demonstration of carcinoge- 
nic activity in animals does not constitute proof of carci- 
nogenicity in the lungs of human beings, this is impor- 
tant contributory evidence that strengthens the concept 
of causal relationship. 

Studies on pathogenesis of human lung cancer are 
also compatible with the causal relationship. Physiologic 
observations indicate that foreign material is trapped in 
the tracheobronchial tree, particularly where ciliary action 
is inhibited or the ciliated epithelium is destroyed 
(appendix F). 

Fluorescent substances present in cigarette Smoke 
have been shown to enter the cells of the buccal mucosa 
(appendix G). Detailed histologic studies of the tracheo- 
bronchial tree indicate that basal cell hyperplasia, atypi- 
cal hyperplasia, squamous metaplasia, and areas of mor- 
phologic alteration with all characteristics of carcinoma 
in situ are encountered more frequently among cigarette 
smokers than among nonsmokers (appendix H). Thus, 
every morphologic stage of carcinogenesis, as it is un- 
derstood at present, has been observed and related to 
the smoking habit. 

The sum total of scientific evidence establishes beyond 
reasonable doubt that cigarette smoking is a causative 
factor in the rapidly increasing incidence of human 
epidermoid carcinoma of the lung. 

The evidence of a cause-effect relationship is adequate 
for considering the initiation of public health measures. 
Nevertheless, additional research is needed to clarify 
many details and to aid in the most effective develop- 
ment of a progress of lung cancer control. The need 
for information in the following areas appears to be 
very important; (/) the isolation, identification, and pos- 
sible elimination from tobacco smoke of chemicals that 
produce cancer in animals (appendix I); (#) the role of 
atmospheric pollutants and additional environmental 
factors other than cigarette smoking in the causation of 
lung cancer in man; (iii) the effect of cessation of 
smoking on the occurrence of lung cancer in man (appen- 
dix J); (iv) measurement of possible physiologic, socio- 
logic and psychologic differences between smokers and 
nonsmokers and the relation of the host differences to 
the occurrence of lung cancer (appendix K). 


LONGEVITy AND CARDIOVASCULAR DISEASES 
At least three statistical investigations show an asso- 
ciation of tobacco smoking with a decrease in longevity, 
probably referable to a higher risk, for male smokers, 
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of dying from cardiovascular disease. The mortality 
among smokers in certain age groups is reported to be 
approximately double that of the non-smokers (appen- 
dix L). 

The study group is of the opinion that significance 
of this observation requires further research before its 
meaning can be determined. Cardiovascular diseases 
account for well over half of all adult male deaths. Even 
a relatively stall proportionate excess in the cardio- 
vascular death rate could, therefore, contribute a larger 
number of deaths than a much larger excess in the 
lung cancer death rate. 

In the few reports available, there is no convincing 
biological or clinical evidence to indicate that smoking 
per se has a causative role in cardiovascular disease. 
Many physicians have the clinical impression that 
patients with coronary artery disease should not smoke, 
on the basis that smoking may be detrimental to pre- 
viously damaged coronary arteries. A few studies 
have provided some validating evidence for this hypo- 
thesis. However, further systematic investigation is 
essential (appendix M). 

The study group strongly urges a research program 
of wide scope that will clarify the relationship and asso- 
ciation between smoking and cardiovascular diseases. 
The following areas are considered to be of particular 
importance: (i) epidemiologic studies, with appropriate 
consideration of the roles of other factors such as diet, 
physical activity, and blood lipides. (appendix N); 
(ii) the chronic effects of tobacco and nicotine in animals, 
with and without experimental atherosclerosis; (iii) 
further physiologic studies of man, particularly of the 
effect of smoking on coronary artery blood flow in 
normal individuals and in individuals with coronary 
insufficiency. 


OTHER DISEASES 


The study group considered reports of association of 
smoking with a number of other disease entities, in- 
cluding carcinoma of the larynx, oral cavity, oesophagus, 
bladder, and stomach; peptic ulcer; bronchitis and 
tuberculosis; and thromboangiitis obliterans (appen- 
dix O). 

The evidence that relates smoking directly to throm- 
boangiitis obliterans is based on repeated, well-confirmed 
demonstrations that the disease is materially amelio- 
rated by cessation of smoking and strikingly aggravated 
by continued smoking (appendix P). 

For the other conditions mentioned, the relationships 
have been studied only to a degree that indicates statis- 
tical association. Further research on the individual 
conditions is necessary before valid conclusions can be 
drawn. 


CONCLUSIONS 


The study group concludes that the smoking - of 
tobacco, particularly in the form of cigarettes, is an 
important health hazard. The implications of this state- 
ment are clear in terms of the need for thorough con- 
sideration of appropriate control measures on the . part 
of the official and voluntary agencies that are concerned 


with the health of the people. The lack of specific 
recommendations in this regard reflects no lack of 
interest. Rather, it reflects the desire of the study 
group to limit its recommendations to the area of 
research needs in accordance with the instructions it 
received. 

The study group recommends that further research 
on smoking and health be vigorously pursued. The 
recommendations made in the section of “Lung cancer”’ 
are for research into means of coping with lung cancer 
hazard, which has been established for cigarette smok- 
ing. The recommendations of the sections on ‘‘Longe- 
vity and cardiovascular diseases’? and “‘Other diseases” 
are directed primarily at establishing whether smoking 
is one of the contributory factors in other diseases, par- 
ticularly in coronary artery disease. Many of these 
answers can best be obtained by a co-operative research 
effort. 

The Study Group on Smoking and Health approves 
dissemination of this report as desired by the sponsor- 
ing agencies and hereby terminates its activities. 


APPENDIXES 


(A) Fourteen'* of the retrospective studies have been 
reviewed by Cutler’. Stocks and Campbell’* have 
studied the association between smoking and lung cancer 
in terms of place of residence. An additional recent 
retrospective study my Wynder” is concerned with the 
occurrence of lung cancer in women. 


(BJ Doll and Hill" in England and Hammond and 
Horn” in this country reported their first results in 
1954. Since then, Doll and Hill have published a follow- 
up report*®, and Hammond has reported additional 
data™. 

Although the statistical evidence has often been 
quoted as indicating an association between heavy 
smoking and lung cancer, there is no evidence of a 
threshold level below which the risk disappears. The 
best available estimates for both the United States and 
England indicate that the lung cancer risk is statisti- 
cally significant for half-pack-a-day smokers and that 
there is a correlation of risk with amount smoked". ** ™. 


(C) By numerical illustration, Berkson™ has indicat- 
ed that, in epidemiologic studies similar to the one 
conducted by Hammond and Horn”, it is possible to 
obtain a spurious statistical association between smoking 
and a disease as a result of sampling bias, even though 
no real association exists. It has been pointed out by 
Cornfield™, Korteweg™*, Levin™, and Lilienfeld** that, 
in order for the degree of association between cigarette 
smoking and lung cancer observed by Hammond and 
Horn to be a result of sampling bias, it would be neces- 
sary to assume an unreasonably large degree of such 
bias. Furthermore, a study of smoking. habits of a 
probability sample of the United States population re- 
ported by Haenszel and associates” indicates that the 
necessary degree of sampling bias was not present in 
the Hammond-Horn study.. Berkson also indicated that 
the influence of sampling bias would disappear with 
the passage of time. Doll and Hill** have recently 
reported that, over a 4-year period. of observation, the 
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gradient of lung cancer mortality in relation to the 
amount smoked has remained remarkably constant dur- 
ing each of the 4 years. 

The issue of self-selection is raised as an argument 
against interpreting the statistical association of cigarette 
smoking and lung cancer as a causal relationship. Self- 
selection assumes that there is a factor that both causes 
a person to smoke and causes lung cancer; thus indivi- 
duals are selected for both smoking and lung cancer 
by a third mutually related factor. Such a hypothesis 
does not appear likely. Doll and Hill** and Levin” 
have indicated that such a hypothesis would be incon- 
sistent with the marked increase of lung cancer mortality 
in recent years. The likelihood of this hypothesis is 
diminished furt‘er by the biological and pathogenetic 
evidence discussed in this statement. However, informa- 
tion concerning the characteristics of smokers and non- 
smokers would be valuable for further evaluation of this 
theoretical possibility. 

(D) Epidemiologic studies indicate that cigarette 
smoking cannot account for all cases of lung cancer; 
nonsmokers do develop lung cancer, and variations in 
frequency of lung cancer in different population groups 
are not completely related to variations in frequency of 
cigarette smoking. The most significant observation on 
this point is the higher Weath rate from lung cancer in 
urban, as compared with rural, areas®-**. This excess 
urban death rate has been attributed by most investiga- 
tors'*. **. ** to the probable influence of air pollution. As 
has been indicated by Hammond * and by Haenszel and 
Shimkin™, part of this urban excess may be attributed 
to the higher proportion of cigarette smokers among 
urban populations, but they have also pointed out that 
even after adjustment has been made for differences in 
smoking habits, the urban rate is still higher than the 
rural rate. Estimates have been made of the relative 
contribution that cigarette smoking and the ‘urban 
factor” (probably air pollution) make to the lung cancer 
deaths. From studies in Liverpool, Stocks and Camp- 
bell’* have estimated that 50 per cent of the lung cancer 
deaths result from smoking and about 35 per cent from 
air pollution. Hammond” estimated that about 31 per 
cent of lung cancer deaths are due to air pollution. It is 
recognized that these estimates may not be very precise, 


but they do afford some idea of the relative importance ' 


of these two factors. Recently, Hueper,*® and Kotin™ 
have defended their views that air pollution is the major 
aetiologic factor in lung cancer and that cigarette smok- 
ing plays a minor role, if any. Cigarette smokers have 
higher lung cancer death rates than nonsmokers in urban 
areas, where presumably both of these groups have had 
similar exposure to general air pollution. A definite 
need exists for determining the chemical nature of these 
pollutants and estimating more precisely the role of air 
pollution, particularly in relation to the effect of 
cigarette smoking. 

Several studies indicate that occupational exposure 
to chromate ore™, radioactive dust, and other agents” in- 
creases the risk of lung cancer. However, specific occu- 
pational ¢xposures have been demonstrated to be res- 
ponsible for only a small percentage of lung cancer 
deaths. 
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It is also possible that additional factors increase host 
susceptibility to these environmental factors. There is 
suggestive evidence that hormonal factors may have 
some influence”. The possible existence of endogenous 
factors that influence susceptibility to exogenous agents 
should be further investigated, since such information 
may have some bearing on control efforts. 

(BE) In addition to the five recent demonstrations of 
carcinogenic activity in tobacco smoke****, Roffo’’ and 
Woglom* had previously reported the production of can- 
cers from tobacco tar. Evidence for a cocarcinogenic 
effect of tobacco smoke condensate has been obtained 
by Gellhorn™. . 

Several workers have now reported the presence of 
3,4-benzopyrene in tobacco smoke*“*, This has been 
demonstrated to be present in the neutral fraction of 
tobacco smoke condensate at concentrations of about 2 
micrograms per 100 cigarettes. According to Wynder*’, 
the concentration is so low that the biological activity 
observed in his most purified fractions cannot be the 
result solely of 3,4-benzopyrene. Other carcinogenic poly- 
cyclic hydrocarbons are being sought. In addition to 
3,4-benzopyrene, Bonnet and Neukomm* found other 
polycyclic hydrocarbons, including 3,4,9,10-dibenzopyrene 
at an estimated concentration of 1 microgram per 100 
cigarettes. 

Recently Lacassagne, Buu-Hoi, and others“ produced 
sarcomas in mice by three subcutaneous injections 
totalling 1-8 milligrams of this compound per animal. 
The quantitative aspects of this problem obviously 
should be investigated. 


(F) In the normal human lung, particulate matter, 
upon inhalation, may penetrate diffusely throughout and 
into the alveoli. This is evident from many observa- 
tions, both clinical and experimental. O. H. Robertson’, 
in an exhaustive investigation and review of this sub- 
ject, presents evidence to indicate that such factors as 
particle size and concentration and the depth of ventila- 
tion, as well as time of exposure, are important deter- 
minants of the amount of particulate matter that will 
enter the lung. It is estimated that the range of parti- 
culate size in cigarette tobacco smoke is between 0-3 and 
1-0 microns. Particles of this size, upon inhalation, may 
readily be distributed diffusely throughout the lung. 

Increased depth of ventilation, such as is seen in in- | 
halation during smoking, favours the entrance of greater 
amounts of particulate matter into the lungs. Particles 
that penetrate the upper air passages come in contact 
with the mucus-covered surface of the bronchial mucosa 
for varying periods of time, depending on the size and 
nature of the particles. 

An irritant such as smoke may bring about alterations 
in the ciliary activity of the bronchial mucosa, It is this 
ciliary activity that is the main mechanism available for 
the removal of particulate matter from the lung**. Slight 
temporary alteration in this ciliary activity will allow for 
the retention of particulate matter. Furthermore, any 
alteration in the quantity or quality of mucns in the 
tracheobronchial tree will also interfere with the re- 
moval of particulate matter. Particles may become con- 
centrated in outdrifting mucus and remain in contact 
with bronchial mucosa for significant periods of ‘time. 
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Hilding’' demonstrated the possible role of paralysed 
cilia or deciliated areas in the accumulation of cigarette 
tar by exposing recently removed calf lungs to cigarette 
smoke, 

(G) After smoking, according to the degree of kera- 
tinization, some chronic cigarette smokers who were 
tested were found by Mellors*? to have fat-soluble 
fluorescent substances in scrapings of the buccal mucosa. 
Such substances are not observed, to any appreciable 
degree, 12 hours after smoking. 

(H) It is well established that changes may be ob- 
served in epithelial surfaces that precede established 
forms of invasive carcinoma. These alterations consist 
of atypical hyperplasia, metaplasia, and carcinoma in 
situ. Although there may be disagreement in the ter- 
minology in these early morphologic changes, their pre- 
sence and significance are generally accepted. It has been 
demonstrated by Black and Ackerman® that epidermoid 
carcinoma in situ is an important stage in the histogene- 
sis of lung cancer. If smoking is related causally to the 
development of epidermoid carcinoma of the lung, then 
one would expect to find a greater incidence of these 
early morphologic changes in the bronchial tree in 
smokers than in nonsmokers. A study investigating this 
hypothesis was carried out by Auerbach and associates”. 


A total of 28,638 slides was made from the tracheo- 
bronchial tree of 150 autopsied individuals in whom a 
cigarette-smoking history had been obtained. Such 
changes as basal cell hyperplasia, stratification, squamous 
metaplasia, and carcinoma in situ were found, both 
quantitatively and qualitatively, to a significantly greater 
degree in smokers than in nonsmokers. The findings 
were accentuated in autopsied cases of bronchogenic 
carcinoma; all such patients had been smokers. Carci- 
noma in situ was found in 1 per cent of the slides of 
those who did not smoke regularly whereas it was found 
in 6 per cent of the slides in those individuals who 
smoked more than one pack of cigarettes a day. Deter- 
mination of the incidence of the various stages of these 
lesions, as related to sex, age, and exact anatomic dis- 
tribution, awaits the investigation of larger numbers of 
cases. The alterations recorded by Auerbach were simi- 
lar in almost all details to those that are found to pre- 


cede and develop into epidermoid carcinoma of the 


uterine cervix. 

Chang*® and Chang and Cowdry™ studied whole 
amounts of bronchial epithelium obtained at autopsy from 
smokers and nonsmokers. They found metaplasia and 
thickening of the epithelium more common among the 
smokers than among the nonsmokers. These results are 
in good agreement with those of Auerbach. In addition, 
they observed that the cilia were shorter and that Goblet 
cells were more numerous in the lungs of smokers than 
in those of nonsmokers. 


(I) It is possible that an innocuous cigarette could 
be developed without prior identification of the active 
agents, and efforts along this line should parallel the 
work on characterization of the active materials. How- 
ever, if empiric reduction is achieved, it would still be 
urgent to define the chemical nature of the agents and 
their mode of action. 


Reduction in tumour activity might be sought by the 
removal or inactivation of carcinogenic, cocarcinogenic 
(promoting) factors or the precursors of either. Possi- 
bilities that suggest themselves include selection of 
tobacco strain, extraction of tobacco levels, alteration 
of the burning temperature of the cigarette, and, pos- 
sibly, selective removal of the active material from 
tobacco smoke. In this connection, it should be noted 
that the filters that are presently in use do not appear 
to be selective in their action; rather, they reduce tumour 
activity only to the extent that they remove whole 
smoke*’, In the case of most commercial cigarette 
filters, efficiency is not high, and accordingly the amount 
of smoke that reaches the lungs is not reduced to any 
major degree. 

An incidental but urgent requirement for the identi 
fication studies is improved assay procedures, ince the 
work is at present hampered by the necessity for rely- 
ing on slow and relatively insensitive methods. 


(J) The most desirable method of obtaining informa- 
tion concerning the effect of cessation of smoking would 
be by an experiment with human beings. A description 
of one of several designs follows. A group of smokers, 
who would volunteer to be included in the study, would 
be randomly allocated to an experimental and a control 
group. The control growp would continue to smoke, 
whereas the experimental group would be asked to give 
up smoking. These groups would be followed for a 
number of years to determine the risk of dying, in 
general, and the risk for specific causes of death. Even 
though all individuals in the experimental group had 
not ceased smoking, comparisons of mortality rates in 
the two groups would be made. Obviously, success of 
the experiment would depend on the proportion of the 
experimental group who had stopped smoking; if it is 
50 per cent or more, meaningful results could be ex- 
pected. 

Consideration of sample sizes required for this expe- 
niment indicated that very large samples would be 
necessary to obtain results with respect to lung cancer 
because of the relatively low death rate from this cause. 
However, the estimated sample sizes for studying the 
effect of cessation of smoking on total mortality, parti- 
cularly on death from cardiovascular disease, appeared 
to be within practical limits; at least, they were such 
that further exploration of the feasibility of such an ex- 
periment appears warranted. Prior to conducting a full- 
scale experiment, a pilot study should be undertaken. 
Such a study is important, not only from a biological 
viewpoint but also from a public health administrative 
viewpoint, in that it would be a means of evaluating 
the feasibility of certain control efforts. 

It should be recognized, of course, that such an 
experiment would fail to show a difference between 
experimental and control groups if the damage to the 
organ system had been irreversibly established at the 
time smoking was stopped. 

Further information on the effect of cessation can 
be obtained from the prospective studies of Hammond, 
Doll and Hill, and from the Veterans’ Study that is 
now being conducted by the National Institutes of 
Health. It is recommended that collection of the neces- 
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sary data continue to be made with respect to this aspect 
of these studies. 

(K) A large prospective study of the effect of smok- 
ing on lung cancer and other causes of death among 
approximately 220,000 veterans of World War I is now 
in progress, at the National Institutes of Health, under 
the direction of Harold F. Dorn. This study offers an 
excellent opportunity to explore, by additional question- 
naires and interviews, some of the possible differences 
that may exist between smokers and nonsmokers. In 
addition, this study could also be expanded to include 
cardiovascular evaluation, perhaps even to the extent 
of including physical examinations and laboratory deter- 
minations on subsamples of the smoker and nonsmoker 
groups. 

The study group has been in contact with Dorn and 
has suggested that additional questionnaires and clinical 
and laboratory determinations might be valuable. It is 
hoped that these suggestions will be developed into 
research actions with the help of the National Heart 
Institute and the U.S. Veterans Administration. 

There is no evidence at present to indicate that the 
occurrence of cancer of the lung among cigarette smok- 
ers is limited to an undefined subgroup of susceptible 
individuals. Nevertheless, certain characteristics may 
well be correlated with greater or less susceptibility to 
lung cancer or heart disease. Research on host factors 
that may be associated with, or modify, certain disease 
states is of great importance. This is particularly true 
of chronic diseases in which the aetiologic situations are 
often multiple and in which the host response may play 
a paramount role, 


(L) Pearl*’, Hammond and Horn", and Doll and Hill*’ 
have all shown an increase in mortality associated with 
smoking. Pearl found the mortality rate for all causes 
among cigarette smokers to be just twice that of non- 
smokers among men from 60 to 65 years of age. In 
the same age group, Hammond and Horn reported a 
ratio of 1-9. Doll and Hill found that the mortality rate 
increased progressively with the amount smoked, so that 
heavy smokers for all age groups over 35 had a morta- 
lity rate 42 per cent higher than nonsmokers. 


For coronary artery diseases, Gertler and White” 
studied smoking habits, results of which showed a signi- 
ficantly higher number of smokers among the heart 
patients than among controls. English, Willius, and 
Berkson, in 1940, found a greater incidence of coronary 
disease in male smokers than among nonsmokers parti- 
cularly at ages under 50. Hammond and Horn’ found 
that death rates from coronary artery disease for men 
who smoked a pack or more of cigarettes a day were 
more than twice as high as the rates for men who had 
never smoked; this is true for age groups from 50 to 65. 
The findings of Doll and Hill*® on death from coronary 
thrombosis “agree broadly with those of Hammond and 
Horn,’’ but the increase is less marked. 


(M) Evidence that points to the effect of nicotine on 
the coronary circulation was obtained by Bargeron and 
associates®*, who found that cigarette smoking increases 
the coronary blood flow in individuals who do not have 
heart disease. That nicotine may cause a decrease in 
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coronary blood flow if the coronary vessels are atheroscle- 
rotic has been suggested by ballistocardiographic studies. 
Davis and associates*' have confirmed the reports of 
others that show definite ballistocardiographic abnormali- 
ties in patients with coronary heart disease ; these altera- 
tions were not present in individuals with normal hearts. 

Experimentally, Travell, at Cornell University, has 
demonstrated that nicotine causes a diminution in coro- 
nary blood flow in perfused hearts of rabbits that had 
previously been made atherosclerotic through dietary 
measures, 

It is felt. that one of the most pressing problems 
consists of direct investigation of the coronary circula- 
tion, during smoking, of patients with arteriosclero- 
tic heart disease. The techniques for this investigation 
are being developed, but the present methods are not 
yet applicable. 

(N) In contrast to the studies of lung cancer, the 
number of studies concerned with the relationship of 
smoking to cardiovascular diseases have been relatively 
few. Most epidemiologic investigations of heart disease 
have been concerned with evaluating the aetiologic role 
of diet, physical activity, and blood lipides. A definite 
need exists for both retrospective and prospective studies 
on smoking and heart disease. Several independent 
studies should be conducted in various parts of the 
country. Because of the possible influence of diet, plysi- 
cal exercise, and blood lipides, they should be taken 
into account to determine possible interrelationships of 
these factors with smoking. In addition, it is possible 
that studies of heart disease that are already in pro- 
gress could be expanded to obtain further information 
concerning the effects of* smoking. The study group 
considered that the Veterans’ Study now being con- 
ducted by the National Institutes of Health offers an 
excellent opportunity for expansion to include the sug- 
gestions made here. 


(O) A few references to studies that relate smoking 
to some of these diseases should be noted. Lilienfeld, 
Levin, and Moore® demonstrated a statistical associa- 
tion between smoking and cancer of the urinary bladder 
and felt that it was highly suggestive of a cause-and- 
effect relationship. Friedell and Rosenthal** and Moore 
and associates® have discussed the evidence for carcino- 
genic activity of unburned tobacco in producing oral 
cancers. Wynder* has reported some evidence that 
alcohol consumption increases a smoker’s susceptibility 
to laryngeal cancer. The evidence regarding the aetiolo- 
gic role of smoking in gastrointestinal disease is highly 
controversial*’: 

Case and Lea” found an association between chronic 
bronchitis and lung cancer in World War I pensioners. 
Unfortunately, smoking histories were not available. 
However, Joules’*, Palmer"', Oswald Medvei™, and 
Abbott and associates" found that chronic bronchitis was 
closely associated with heavy smoking*** ™*. Low” found 
that heavy smokers were significantly more common 
among tuberculosis patients than among control patients. 


(P) For references to the voluminous literature on 
this condition, see Allen, Barker, and Hines." 


—Science, 125: 1129, June 7, 1957. 
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TOBACCO SMOKING AND CANCER OF THE LUNG 


STATEMENT BY THE MEDICAL RESEARCH 
COUNCIL 


THE INCREASE IN LUNG CANCER 


In its annual report for 1948-50 the Council drew 
attention to the very great increase that had taken place 
in the death rate from lung cancer over the previous 25 
years. Since that time the death rate has continued to 
rise, and in 1955 it reached more than double that record- 
ed only 10 years earlier (388 deaths per million of the 
population in 1955 compared with 188 in 1945). Among 
males the disease is now responsible for approximately 
1 in 18 of all deaths. Although the death rate for 
females is still comparatively low, it also has shown a 
considerable increase in recent years, and the disease is 
now responsible for 1 in 103 of all female deaths. 

Three comments may be made on these figures. In 
the first place, the trend over the last few years indi- 
cates that the incidence has not yet reached its peak. 
Secondly, the figures are not to be explained as a mere 
reflection of the introduction and increasing use of im- 
proved methods of diagnosis but must be accepted as 
representing, in the ‘main, a real rise in the incidence 
of the disease to an extent which has occurred with no 
other form of cancer. Thirdly, only a small part of the 
rise can be attributed to the larger numbers of older 
persons now living in the population; in the last ten 
years the lung cancer death rates among both men and 
women have risen at all ages from early middle life 
onwards. 


Possisig CAUSES OF THE INCREASE 


The extent and rapidity of the increase in lung cancer 
point clearly to some potent environmental influence 
which has become prevalent in the past half-century and 
to which different countries, and presumably also men 
as compared with women, have been unequally exposed. 
The pattern of incidence of the disease rules out any 
possibility that the increase can be due, in a substantial 
degree, to special conditions, such as occupational 
hazards, affecting only limited groups. It is necessary 
to seek some factor or factors distributed generally 
throughout the population, and in considering the possi- 
bilities it must be borne in mind that very long period, 
20 years or more, may elapse between exposure to a 
carcinogenic agent and the production of a tumour. From 
the nature of the disease attention has focused on two 
main environmental factors: (1) the smoking of tobacco, 
and (2) atmospheric pollution—whether from homes, 
factories, or the internal combustion engine. 


SMOKING AS A CAUSE OF LUNG CANCER 


(a) Epidemiological Surveys—The evidence that heavy 
and prolonged smoking of tobacco, particularly in the 
form of cigarettes, is associated with an increased risk 
of lung cancer is not based on the observation that the 
substantial increase in the national mortality followed an 
increase in the national consumption of cigarettes. It is 
derived from two types of special inquiry. In the first, 
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patients with lung cancer have been interviewed and 
their previous histories in relation to smoking and other 
factors that might be relevant have been compared with 
those similarly obtained from patients without lung 
cancer. The results of nineteen such inquiries (in this 
country, the U.S.A., Finland, Germany, Holland, Nor- 
way, and Switzerland) have been published. They agree 
in showing more smokers and fewer non-smokers among 
the patients with lung cancer, and a steadily rising mor- 
tality as the amount of smoking increases. In the 
second type of inquiry, information has been obtained 
about the smoking habits of each member of a defined 
group in the population and the causes of the deaths 
occurring subsequently in the group have been ascer- 
tained. There have been two such investigations, one in 
the U.S.A., covering 190,000 men aged 50-69, and the 
other in this country covering over 40,000 men and 
women whose names appeared on the Medical Register 
of 1951. In both the results have been essentially the 
same. The investigation in this country which has now 
been im progress for more than five years, has shown 
with regard to lung cancer in men : 


1. a higher mortality in smokers than in non-smokers ; 

2. a higher mortality in heavy smokers than in light 
smokers ; 

3. a higher mortality in cigarette smokers than in 
pipe smokers; 

4. a higher mortality in those who continued to 
smoke than in those who gave it up. 

It follows that the highest mortalities were found 
among men who were continuing to smoke cigarettes, 
heavy smokers in this group having a death rate nearly 
40 times the rate among non-smokers. Although no pre- 
cise calculation can be made of the proportion of lifelong 
heavy cigarette smokers who will die of lung cancer, 
the evidence suggests that, at current death rates, it is 
likely to be of the order of 1 in 8, whereas the corres- 
ponding figure for non-smokers would be of the order 
of 1 in 300. The observation on the effect of giving up 
smoking is particularly important, since it indicates that 
men who cease to smoke, even in their early forties, 
may reduce their likelihood of developing the disease 
by at least one-half. 

It should be noted that the excess of deaths from 
lung cancer among smokers was not compensated for by 
any corresponding reduction in the number of deaths 
from cancer of other sites in the body; in other words, 
there was a total incidence of cancer in the smoking 
groups in excess of the incidence that woukl have pre- 
vailed in the absence of smoking, 

It will be apparent from what has been said that 
the evidence from the many inquiries in the last eight 
years, both in this country and abroad, has been uni- 
formly in one direction and is now very considerable. 
It has been further strengthened recently by the obser- 
vation from several sources that the extent of the rela 
tionship with smoking differs for different types of Jung 
tumour which can be distinguished only by microscopical 
examination. 

(b) Laboratory evidence—From the physical. and 
chemical point of view there is nothing inherently im- 
probable in a connexion between smoking and tung 
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cancer. Tobacco smoke consists largely of microscopic 
oily droplets held in suspension in air, and these drop- 
lets are of a suitable size to be taken into the lungs 
and retained there. Over a hundred constituents have 
so far been identified, and, among these, five substances 
have already been found which are known to be capable, 
in certain circumstances, of causing cancer in animals. 
Some workers have succeeded in producing tumours in 
animals by painting concentrated extracts of tobacco tar 
on the skin. Known carcinogens are present in tobacco 
smoke in very small amounts, however, and there is 
no certainty that such low concentrations could be harm- 
ful to human beings. Nevertheless, the finding of carci- 
nogenic agents: in tobacco smoke is an important step 
forward, in that it provides a rational basis for the hypo- 
thesis of causation. 


ATMOSPHERIC POLLUTION As A CAUSE OF LUNG CANCER 


It has been known for some years that mortality from 
lung cancer is greater in urban areas than in the country- 
side. This fact, tegether with the identification of carci- 
nogenic substances in coal smoke and in motor vehicle 
exhausts, has led to the supposition that exposure to 
atmospheric pollution may be concerned with the increase 
in lung cancer. The role of atmospheric pollution is 
particularly difficult to investigate however, and the 
evidence is neither so consistent nor so extensive as that 
relating to tobacco smoking. On the one hand, no excess 
mortality from lung cancer has been observed in persons 
who would be especially exposed by the nature of their 
work to atmospheric pollution—for example transport 
workers, garage hands, and policemen. On the other 
hand, the results of a number of investigations have 
suggested that a relationship does exist between atmos- 
pheric pollution and lung cancer. Perhaps the best 
evidence for this relationship comes from studies of the 
small number of deaths from the disease among non- 
smokers in different types of residential district; in these 
studies higher death rates have been observed among 
non-smokers in large towns than among those in rural 
areas. On balance, it seems likely that atmospheric 
polintion plays some part in causing the disease, but a 
relatively minor one in comparison with cigarette 
smoking. 


ASSESSMENT OF THE EVIDENCE RELATING TO 
SMOKING AND LUNG CANCER 


Knowledge of the causation of lung cancer is still 
incomplete. Many factors other than tobacco smoking 
are undoubtedly capable of producing the diseasé; for 
example, at least five industrial causes have been recog- 
nized. Nevertheless, the evidence for an association 
between lung cancer and tobacco smoking has been 
steadily mounting throughout the past eight years, and 
it is significant that, during the whole of this period, 
the most critical examination has failed to invalidate the 
main conclusions drawn from it. It has indeed been 
suggested that the fundamental cause may be some com- 
mon factor underlying both the tendency to tobacco 
smoking and to the development of lung cancer some 25 
to 50 years later, but no evidence has been produced in 
support of this hypothesis. 


In scientific work, as in the practical affairs of every- 
day life, conclusions have often to be founded on the most 
reasonable and probable explanation of the observed 
facts, and so far no adequate explanation for the large 
increase in the incidence of lung cancer has been ad- 
vanced save that cigarette smoking is indeed the princi- 
pal factor in the causation of the disease. The epidemio- 
logical evidence is now extensive and very detailed, 
and it follows a classical pattern upon which many ad- 
vances in preventive medicine have been made in the 
past. It is clearly impossible to add to the evidence by 
means of an experiment in man. The Council are, how- 
ever, supporting a substantial amount of laboratory re- 
search which may throw more light on the mechanism 
by which tobacco smoke and other suspected causative 
factors exert their effect, and which may thus eventually 
add to the degree of proof already attained as a result 
of studies of human populations. It must be emphasized, 
however, that negative results from work with animals 
cannot invalidate conclusions drawn from observations 
on man. 


CONCLUSIONS 


1. A very great increase has occurred during the past 
25 years in the death rate from lung cancer in Great 
Britain and other countries. 

2. A relatively small number of the total cases can 
be attributed to specific industrial hazards. 

3. A proportion of cases, the exact extent of which 
cannot yet be defined, may be due to atmospheric pollu- 
tion. 

4. Evidence from many investigations in different 
countries indicates that a major part of the increase is 
associated with tobacco smoking, particularly in the form 
of cigarettes, In the opinion of the Council, the most 
reasonable interpretation of this evidence is that the 
relationship is one of direct cause and effect. 

5. The identification of several carcinogenic sub- 
stances in tobacco smoke provides a rational basis for 
such a causal relationship. 


—Brit. M. J., 1: 1523, June 29, 1957. 


NOTES AND NEWS 


Lond 


Those planning to attend the 7th International Cancer 
Congress, which will take place at the Royal Festival 
Hall, London, from 6th-12th July 1958, are reminded 
that enrolment forms must be received at the Congress 
Office (45 Lincoln’s Inn Fields, London, W.C.) by 1st 
January 1958. Registration forms and the Preliminary 
Programme may be obtained from the Secretary-General 
at that address. 


International Congress of Allergology 


The International Association of Allergology organises 
the III International Congress of Allergology which will 
be held in Paris at the New Medical School from the 


270 No. 6 


4 
= 
us 
ae 
5 q 
| 
Me. 
7 


September 16, 1957 J. 1. M.A. Advertiser  xxxiii 


av 


sSUNALGEN: Hc 


STEROIDS ANALGESIC 


A RUN-DOWN 
PATIENT? 


time he had— 


LIVOGEN 


with 
VITAMIN B COMPLEX and VITAMIN &, 


Livogen contains in cach fluid ounce the natural vitamin B 
complex derived from 4072. of fresh liver, and 2 oz of 
fresh yeast, together with added vitamin B; nicotinic acid, 
and 25 micrograms of vitamin B,». 

Livogen is the rational tonic for all cases of debility, 
lassitude and nervous depression. It contains the essential 
metabolic ‘activators’ which create a lively interest in food, 
and restore natural vitality. 


BRITISH DRUG HOUSES (INDIA) PRIVATE LTD. 
P. O. BOX 1341, BOMBAY-1 
Branches at: CALOUTTA - DELHI - MADRAS 


SNS SX AS SVE RM SSSGCGC CAG A CAN QQ IN 
WS . 
NS 
SX! 
SSS fortifies body defences 
Chloramphenicol 
ae 34 
sa 
% 
G4; . 
4 ] 
: 
@ 
4 
| 
| 
J 
4 
| 


xxxiv J. I. M. A. Advertiser Vol. 29, No. 6 


Protisol, to hasten recovery, and to build 
up, from a rundown state of health 


Jars containing 8 oz. 


GEOFFREY MANNERS & CO. PRIVATE LTD. 
MAGNET HOUSE, DOUGALL ROAD, BOMBAY | 


CALCUTTA MADRAS - NEW DELHI 


fortified 


19th to the 26th of October 1958, under the president- 
ship of S. M. Feinberg (Chicago). 

The scientific programme includes symposia on: 
Asthma and Emphysema, Physicochemical properties of 
allergic antibodies, Biochemical aspects in hypersensiti- 
vity, Recent advances in aetiology and treatment of aller- 
gic conditions, Auto-immune processes in allergy, Aller- 
gic management and problems in different parts of the 
world; and scientific papers on: Immunology, Hista- 
mine and Chemical mediators, Tests and standardisation, 
Respiratory allergy, Allergic Dermatitis, Therapeutics, 
etc, 

Information concerning the Congress is available 
from the Secretary: Dr. B. N. Halpern, 197 Bd St 
Germain, Paris 7e. 


Training Indians in Hospital Physics 


Dr. I. S. Eve, medical officer in charge of questions 
dealing with health problems relating to the peaceful 
uses of atomic energy, at the World Health Organisa- 
tion, Geneva, said in New Delhi that the W.H.O. had 
a scheme to train in India medical men in hospital 
physics involving the use of radioisotopes. 

Dr. Eve, who was previously medical officer super- 
vising atomic energy workers at the Windscale and 
Calder Hall plants of the U.K. Atomic Energy Autho- 
rity, said health was improved through accurate admi- 
nistration of X-rays and the employment of radio-isotopes 
both for treatment and diagnosis of disease. Isotopes 
had been successful in tracing bodies inside the human 
system and’in treating anaemia. Besides the U.S.A., 
the U.K. and some European countries had made good 
progress in the use of atomic energy for peaceful pur- 


poses. 

The W.H.O. had a three-fold work in the field. It 
stimulated and co-ordinated research, collected and dis- 
tributed information and aimed at establishing inter- 
national standards. It wanted to draw up specifications 
for the preparation of radio-isotopes and include it in 
the International Pharmacopoeia. 


Dr. Eve has met officials of the Health Ministry and 
had talks with Dr. C. H. Bhabha. He said a W.H.O. 
consultant would visit some medical centres towards 
the end of this year and lecture on hospital physics. 
Later one or two Indian physicists would be sent abroad 
for a year to study hospital physics. On their return 
they would be expected to arrange a course of hospital 
physics in India. By the end of 1958 India would be- 
come a centre of inter-regional training course in health 
physics which would be similar to the course organized 
in Europe in 1955. 

This and the training proposed to be given to an 
Indian medical man abroad to enable him to be useful 
in an atomic energy establishment would make India a 
pivotal point for training workers in S.E. Asia. 


Chest Diseases Research 


On July 25, 1957, a course for training laboratory 
technicians was inaugurated in the Vallabhbhai Patel 
Chest Institute in Delhi. 
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In organising the course, the Imstitute has taken a 
step which would help reduce the gap in training faci- 
lities for the supply of this category of health personnel 
in India. . 

It also facilitates a fuller use being made of the 
laboratory arrangements in the Institute and a fuller 
advantage being taken of the services of two eminent 
experts from the United States available for this pur- 
pose. 

The institution of the training course is, however, 
only a subsidiary function which the Chest Institute has 
taken up. Its main function is research in diseases of 
the chest and training of doctors in that line. Suc- 
cessful candidates receive the Diploma in Tuberculous 
Diseases (D.T.D.) from Delhi University. 


Post-graduate Medical Studies and Research 

The University College of Medicine for post-graduate 
medical studies and research, which was inaugurated 
by the Chief Minister Dr. B. C. Roy on January 18 last, 
is likely to start functioning from the last week of 
October 1957. It will be umder the control of the 
University of Calcutta and will be located in the Uni- 
versity buildings for the present. 

At the initial stage the college would admit only 
thirty students and they would be selected by a Com- 
mittee. Applications for admission would be invited 
from students all over the country through advertise- 
ments in mewspapers. 


Diploma Course in Child Health 

Mr. N. Sanjeeva Reddi, Chief Minister and Minister 
for Public Health, Andhra, ‘inaugurated the Diploma 
Course in Child Health on 20-8-57 to be conducted under 
the auspices of the Pediatrics Department of the Andhra 
Medical College. 

Dr. G. V. S. Murti, Principal, in his report said that 
the Pediatrics Department headed by Dr. P. Thirumala- 
rao was running a Baby Clinic where the progress of 
growing children was carefully checked. The Depart- 
ment was also running a ward for the newborn and 
a premature nursery attached to the Institute of Obstet- 
rics and Gynaecology under Dr. Malm, a WHO pedia- 


Health of Workers in Pottery and Ceramic Industry 


The Government of India brought to the notice of 
State Governments, with a view to safeguarding the 
health of workers in the pottery and ceramic industry, 
the findings and recommendations of the organisation 
of the Chief Advisers, Factories, which conducted an 
investigation into the incidence of silicosis and tubercu- 
losis among. workers in the industry. 

The investigation, which comprised environmental 
hygiene, medical and radiological studies, revealed a 
high incidence of silicosis. About 15-7 per cent of work- 
ers had X-ray evidence of silicosis and 6-0 per cent of 
these showed evidence of tuberculosis. Pulmonary tuber- 
culosis was detected in 63 per cent of workers. 

Explaining the ‘causes of high incidence of tubercn- 
losis among workers in the pottery and ceramic indus- 
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try, the organisation, in its report, says that the shortage 
of building materials and the demand for crockery creat- 
‘ed by the exigencies of the second world war resulted, 
in most cases, in the haphazard growth of the industry 
without adequate attention being paid to the design 
of factory buildings, layout, ventilations, safeguarding 
of machinery and measures for the control of dust. 
The environmental studies, the report adds, had spot- 
lighted various hazardous operations in the industry 
which was using materials. containing high silica con- 
tent. 

The report contains a number of recommendations for 
the control of dust hazards. These are: separation of 
dusty and non-dusty processes, wet grinding, mechanical 
exhaust arrangements, protective equipment like dust- 
masks and respirators for workers, periodical medical 
examination of workers and improvement of ‘general 
hygiene of work places. 


Health Centres for Calcutta University 


University Grants Commission has offered to the Uni- 
versity of Calcutta a sum of Rs. 1 lakh as a lump sum 
non-recurring grant to be utilised for opening Health 
Centres for the University staff and students. 

Thé condition for this grant being that the Univer- 
sity Authorities also in their turn will have to spend 
a similar amount under this scheme. 


New Tuberculosis Sanatorium in Puri 

The T.B. Sanatoriuf@ at Chandput in Puri district 
will start functioning in October or November this year 
with an initial capacity of 200 beds. Sm. Basanta Man- 
jari Devi, Stdte Health Minister, who is also Chairman 
of the Orissa T.B. and Cancer Hospitals Fund, said 
that the hospital would have five-hundred beds at the 
final stage which would be completed by the end of the 
Second Five-Year Plan period. The whole scheme would 
cost about twelve lakh rupees. Prime Minister Sri Nehru 
donated Rs. 20,000 towards the fund. The Sanatorium 
will have facilities for up-to-date treatment including 
surgery and after-care colony. The State Government 
will bear the recurring cost of the Sanatorium. 

The Health Minister also said that the Government 
would construct a hospital in Cuttack with a capacity 
of 200 beds next year with a non-recurring cost of 
Rs. 15,50,000 and recurring cost of Rs. 1,16,000 to meet 
the growing need of the city. 


Medical Education Council for Andhra Pradesh 


With a view to exchange opinions on medical educa- 
tion and solving individual problems confronting the 
teaching institutions, the Government of Andhra Pra- 
desh have directed that a Council of Medical Education 
and Teaching Institutions be constituted.. The Council 
will meet twice a year at different places in the State. 

The following will comprise the committee: The 
Director of Medical Services (Chairman), Principals of 
Medical Colleges and Superintendents of Teaching Hos- 
pitals. The Committee has been authorised to co-opt 
members, if mecessary. 


Central Health Service 


Mr. D. P. Karmarkar, the Union Minister, announced 
in the Rajya Sabha, the Government’s decision to set 
up a Central Health Service to cover all medical posts 
under the Union Health Ministry. 


Election of President and Vice-Presidents of I1.M.A. 


Dr. D. V. Venkappa (Madras) has been elected Presi- 
dent of the Indian Medical Association for the ensuing 
year (1957-58). Dr. S. P. Nath (Assam), Dr. J. C. 
Banerjea (Calcutta), and Dr. G. S. Melkote (Hyderabad) 
have been elected Vice-Presidents. 


CORRESPONDENCE 


The Editor is not responsible for the views 
expressed by correspondents 


Rupture of Pregnant Uterus 


Srrk,—I happened to come across an article in your 
journal, Volume 28, No. 12, dated 16th June 1957, about 
the incidence of the rupture of pregnant uterus. I 
thought it would be well to send you the statistics of 
my observations on the subject so that others may be 
induced to make further observations. 


My observations have been as follows : 


The incidence of rupture of the pregnant uterus seems 
to be very great in this part of the Kerala State. Out 
of the 771 pregnant women admitted to the maternity 
wing of the Government Hospital, Muvattupuzha, Kerala 
State, during the period of 13 months from June 1956 
to Jume 1957 there were 6 (six) cases of rupture of the 
pregnant uterus. Of these, 5 cases, either rupture 
diagnosed or rupture suspected, were directed to this 
hospital from muffassil stations, and one case came to 
the hospital straight, as she had a previous caesarian 
section. Of the above five cases, 2 patients gave a his- 
tory that they had some interference at home by the 
attending doctor and the other 3 patients were attended 
by native midwives. In all these cases the conditions of 
the patients were very serious and they were operated 
upon within an hour of admission. The results are 


as under: 
Condition of 
S.No. Age Para Cause of rupture 
Mother Foetus 
i. Spontaneous in labour Alive Died 
2. Ditto Alive Died 

Transverse lie with 

hand prolapsed Alive Died 


Previous caesarian scar Alive Died 
Spontaneous in labour Died Died 
Ditto Alive Died 


PBR BRB 
494 HSS 


Some of the authors who have studied on the rupture 
of the pregnant uterus give a maternal mortality of 
66-6 to 325 per cent whereas in the present series the 


J 
5 
6. 
. 


maternal mortality has been only 16-7 per cent. In 
a hospital with limited facilities for operative procedures 
if the maternal mortality rate has come down to 167 
per cent, probably it may be much less in a hospital 
with more facilities for operative procedures and blood 
transfusion. 


I am etc. 
G. RAMAN NAIR, M.B.B.S., 
Muvattupuzha, Medical Officer-in-charge, 
Kerala. Government Hospital. 


Andhra Pradesh Medical Conference, Tirupathi 


SrR,—Through your correspondence column, I should 
like to congratulate Dr. C. Suryanarayana Murthy, 
President, 23rd Andhra Conference, for his vivid and 
sensible Presidential Address (J. Indian M. A., 29: 79, 
1957). 

It is time that our Government should adopt advice 
of such brains for fulfilment of social work before us 
for our vast country, which surely needs better standard 
of health and wealth at the present phase. I am etc. 


Arain (Rajasthan). jar Since C. Kapur. 


REVIEWS 


The Medical Annual, 1957—Editors: Sir Henry Tidy, 
K.B.E,, M.A., M.D. (OXON.), F.R.C.P. and R. Milnes 
Walker, M.S. (LOND.), F.R.C.S. 570 pages, John Wright 
& Sons Ltd., Bristol, England. 


This volume records the 75th consecutive issue of 
the Medical Annual, and it must be appreciated that 
such a record of its publication through three-quarters of 
a century is indeed remarkable. Forty-five contributors, 
each a specialist in his own line, have laboured together 
under the two able editors, to make this volume as use- 
ful as ever. The addition of 52 art-plates and 43 illus- 
trations will certainly help the reader towards better 
understanding of the well-selected abstracts covering 
practically the entire field of medicine and its ever- 
increasing subdivisions and specialities. The references 
at the end of the abstracts will stimulate further studies 
by the reader wishing to delve into the original. The 
size, get-up, printing and the general presentation of 
the reading matter conform to thé usual practice of the 
Medical Annual. Abstracts of articles on various sub- 
jects of current interest have been well done. This 
volume is a ‘“‘must” for the bookshelf of the busy 
practitioners. 

« 

Year Book of Drug Therapy (1956-57 series) —Edited 
by Harry Beckman, M.D. 514 pages, 74%” x5%", with 
70 illustrations. Price $6.75 post paid. The Year 
Book Publishers Inc., 200 E, Illinois Street, Chicago 
11, U.S.A. 


This is one of the 13 volumes of the Practical Medi- 
cine Series of Year Books. With the present-day tempo 
of invention and manufacture of newer and newer drugs 
from all quarters, the practising physician often ‘finds 
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himself bewildered, as to which drug he would choose 
when and in what dosage. The physician is put into 
further difficulties because of varying degrees and types 
of sensitivity or resistance to certain drugs—both con- 
genital and acquired—by a fair number of his patients. 
The doctor has necessarily to keep himself abreast of the 
times and keep himself wellposted with the available in- 
formation about the various therapeutic applications of 
the multitude of drugs that he finds all around him. 
This volume, with its well-selected abstracts on Drug 
Therapy culled from a vast number of medical journals, 
will fill a real meed for the day, of the busy practising 
physician. Get-up, paper, printing are in consonance 
with the other volumes of the Year Book series. 


Emergencies in General Practice—specially commission- 
ed articles from the British Medical Journal, from 
January 1955 to June 1956 (fully revised). Published 
July, 1957, by the British Medical Association, Tavi- 
stock Square, London, W.C. 1. 470 pages, 83” x6"; 
price 25s. net. 


This book is a collection of 57 articles published in 
the British Medical Journal, These have been written 
by well known authorities on their respective subjects, 
and have subsequently been revised and brought up to 
date by the authors themselves. The term “emergency” 
has been used in a wide sense—acute clinical emergencies, 
requiring prompt and skilful treatment; conditions such 
as fits, faints and giddy turns, the careful elucidation 
of which may mean the difference to a patient between 
a life of activity and one of restriction; acute psychiatric 
states and accidents of treatment, such as dangerous 
reactions to drugs or collapse during anaesthesia. The 
total of 57 articles have been conveniently grouped into 
ten sections : Haemorrhage and thrombosis; Cardio-res- 
piratory crises; Anaesthesia and hazards of therapy; 
Acute abdominal cases; Obstetrics; Fits and coma; Elec- 
trocution, burns and gassing; Poisoning; Acute psychia- 
tric states and, Special and minor surgery. The style 
and presentation of the subject matters are clear and 
the paper, printing and binding good. This book will 
be of great benefit to doctors working in hospitals, senior 
students as well as to practitioners in general. 


Aids to The Diagnosis and Treatment of Diseases of 
Children —By F. M, B. Allen, M.D., F.R.C.P. (LOND.). 
Tenth Edition, 1957; 302 pages, price 10s. 6d. 
Bailliére Tindall & Cox Ltd., 7 & 8, Henrietta Street, 
London, W.C. 2. 


This is a small book dealing with diseases of a small 
patient, but intended to serve a big purpose, and has 
a fairly long history, being first published in 1893. In 
this edition, advances in paediatrics and newer views 
about diagnosis and treatment, since the last edition in 
1953, have been noted as far as possible. Also, brief 
accounts of conditions such as galactosaemia, endomyo- 
cardial fibro-elastosis and reticulo-endotheliosis have been 
included for the first time. Seventeen chapters and 
4 appendices have covered the field of children’s diseases 
as well as it is possible in a volume of this size. This 
book can be recommended to busy practitioners . and 
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especially to senior students going through the paedia- the National Independence Movement in 1932. and 


tric wards and/or preparing for their examinations. suffered imprisonment. During the last General Election 
he was elected member of the Bombay Legislative 


Aids to Ophthalmology-—By P. McG. Moffatt, M.D. 
(LOND.), M.R.C.P., F.R.C.S. (ENG.), D.O.M.S. Eleventh 
edition, 1957; pages viii plus 282; price 10s. 6d. 
illustrated. Bailliére, Tindall & Cox Ltd., 7 & 8, Hen- 
rietta Street, London, W.C. 2. 


The first edition of this book of the popular “Students‘ 
Aids” series was published in 1908, and the last, tenth 
edition in June 1948 which was reprinted in 1951. This 
long gap has necessitated additions to the text as know- 
ledge has advanced and operative techniques have im- 
proved. The subject has been covered fairly well in the 
40 small sections of this pocket-sized book. There is an 
additional section on ‘Examination Questions” which is 
expected to be useful to the students. Medical practi- 
tioners, and specially students preparing for examina- 
tions, will find this handy book very helpful as an intro- 
duction to ophthalmology and also for purposes of quick De. H. V. Buarr. 
revision. 


- 


Assembly from Lathi-Lilia-Damn tit 
Current Medicine, 1957 —By Muhammad Siddique Qureshi, (Saurashtra). 


M.B., M.S., M.R.C.O,G., F.R.CS.E., F.1.C.S. Published He joined 
, joined the I.M.A:\Amreli Branch since its ince 
June 1957 by Q Publications, Kutchery Road, Pakis- tion and took active interest in it. a 

tan Chowk, Karachi 1, Pakistan. Pp. viii plus 212, May his soul rest in peace! 


8%" x6"; price Rs, 15/-. 


Excluding a good Index and two pages of Errata, this Dr. M. R. Puri 


book contains 24 articles on a variety of subjects. Out Dr. Mulak Raj Puri was born in 1900 at Hajiwala in 
of these, six are on subjects in Obstetrics and Gynaeco- Gujrat (W. Pakistan). He obtained the M.B.B.S. degree 
logy—perhaps, only showing the personal inclinations in 1926, securing the second position in the examination. 
of the editor, who wishes in his Preface ‘“‘to present the After being in service for some time, he took’ up 
latest views on some important medical topics of special independent practice at Jhelum. After the partition of 
interest to doctors in Pakistan, who have very little India, he settled at Meerut and set up his practice. He 
access to the current medical literature’. The articles was an enthusiastic member of the I.M.A. 


are well-documented with a good list of references to 
enable further studies by the reader. The articles are 
written in a clear simple language, easily understood 
by the practitioners for whom it is primarily meant. 
The binding is not as sturdy as it seems at first, the 
paper leaves room for improvement. The printing is 
good. This book is certain to be well received by 
those for whom it has been mainly. written. 


OBITUARIES 
Dr. Hariprasad V. Bhatt 


Dr. Hariprasad V. Bhatt was a private practitioner at 
Amreli (Saurashtra). He died suddenly of heart failure 
on 17th June 1957 at the Assembly Hall, Bombay State 


while putting his signature on the register of members Dr. M. R. Puri. 
of the legislative assembly. He was. 54 years of age. ; 
Dr. Bhatt received his medical education at the Dr: Puri passed away after a prolonged illness, on 18 
National Medical College, Bombay and qualified as April 1957. 
L.c.P. & S. At the call of Mahatma Gandhi he joined May his soul rest in peace! 


A CORRECTION 
In page 224, col. 2,:0f this issue the heading of the article has been wrongly printed. It should read : 
OCCURRENCE OF NATURAL’ ANTI-H GROUP O INDIVIDUAL. The error is regretted. 
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The Research Laboratories of MORGAN & MORGAN, Belghoria, West Bengal 


have pleasure in announcing 


A new Milestone in Chemotherapy 


PASETYL 


THE DRUG OF CHOICE IN : 


Rheumatism, Rheumatic Polyarthritis, Rheumatic fever, Pain and swelling 
of Rheumatic and arthritic origin, chronic streptococcal focil resistant to 
Sulphas and Penicillin, 
DISTRIBUTORE; 
For For 

ORISSA + BEHAR & NEPAL MADRAS: 
ARORA & SONS ALLIED DISTRIBUTORS MILTON & MILLER 
44/4, Ezra Street, Calcutta-! Ramkrishna Avenue, Patna-3 1/157, Brogdway, Madras-! 
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Available from the Govern- Him 
ment Quinine Sale Depot, Baaam 
Old Hindusthan Buildings, x 
Ealcutta-13 and leading 
chemists and druggists. 


Para AOETYLAMINOSALIOYLIO ACID 600 mg. 
4 Vrramin © 25 mg, 
| 
UC 
: ef roi MeN 
an 
wes! B TL | 
Q 
h 


J. 1. M. A. Advertiser 


Vol. 29, No. 6 


L *Photograph by Dr. 'S. B. Cooper on Gevapan 33 


Soon they will be home again 


In a few days they will be home again, with their parents whose past 
‘anxiety has now been transformed into joy and gratitude. A speedy 
recovery, thanks to the doctor's skill, devoted nursing and the high 
standard of modern medicine. With the aid of X-rays, the doctor was able 
to make accurate diagnosis and apply the correct treatment. 


All over the world, Gevaert supplies to radiologists X-ray film, a product 
of highly effective scientific research. In this way, Gevaert also serves 
humanity and contributes towards the progress of society. 


CURIX - OSRAY - SCOPIX 
DENTUS X-RAY FILMS 


Protocrapnics private Limiteo 


KASTURI BUILDING, JAMSHED]! TATA ROAD, BOMBAY. 
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EVAERT 
- 
* 


September 16, 1957 


J.1.M.A. Advertiser xxxvil 


A further step in the PAS therapy of tuberculosis 


CALCIUM BENZOYL-PAS 
Clinically dependable PAS derivative of unequalled tolerance for oral treatment 


Agreeable taste 


Pure substance can easily and conveniently be employed in powder form 

Causes neither loss of appetite nor gastro-intestinal irritation 

Presentation : BENZACYL powder in packages of 100 gm. and 400 gm. 
BENZACYL powder in bags of 4 gm. 


Boxes of 25 and 100 bags 


BENZACYL tablets of | gm. 
Packages of 100 and 400 tablets. 


Dr A. WANDER S. A., BERNE - Switzerland. 


Sole Importers: 


Khatau Valabhdas & Company 


PHARMACEUTICAL DEPARTMENT 


Indian Globe Chambers, Fort Street, BOMBAY-I. 
Branches at : Patna, Delhi, Kanpur, Madras, Madurai, Secunderabad (Dn.) and Bangalore City. 


In 
“COLD” and “RHINITIS” 


Contains the new synthetic antirhinitic 
drug DIPHENIN (03 mgms) and 
Salicylamide 300 mgms per tablet. 


STOPS SNEEZING, CONTROLS NASAL IRRI- 
TATION, RUNNING OF THE NOSE, HEAVINESS 
OF THE HEAD ETC. MAKES ONE FIT TO 
CONTINUE ONE’S WORK. 


FREE FROM NARCOTICS ‘ANTIHISTAMINICS’ 
OR ANY HABIT-FORMING DRUGS. VERY 
WELL TOLERATED BY ADULTS AND 
CHILDREN. 


Phytosynth Laboratories 


P. B. No, 6, COCHIN-2, 


GLUCOSALINE 


5”, Glucose in Normal 
Saline (Pyrogen-free) 


For intravenous, intra- 
muscular hypodermic or 
rectal administration. 


Indicated In : 
Haemorrhage, Shock, loss of 
Fluid, Toxaemia and other 
emergency conditions. 


AVAILABLE IN 540 C. C. TRANSFUSION 
BOTTLES COMPLETE WITH Ai TACHMENT 


Pasteur Laboratories Private Ltd. 
2. CORNWALLIS STREET. CALCUTTA~6 


TELEGRAM : “PASLAB™ 
— 


PHONE : 34-2674 
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preparations of 
high repute for 


parenteral use 


PENICILLIN 
Crystalline Penicillin G Sodium (2, 5 and 
10 lacs units). 


ALPROCIN 
Procaine Penicillin G with Penicillin G Sodium 
(1 dose and 5 dose vials). 


Procaine Penicillin G, Penicillin G Sodium 
and Dihydrostreptomycin. 


BISTREPEN (Also Bistrepen Forte) 
Procaine Penicillin G, Penicillin G Sodium, 
Dihydrostreptomycin and Streptomycin. 


STREPTOMYCIN 


Streptomycin Sulphate. 


DIHYDROSTREPTOMYCIN 
Dihydrostreptomycin Sulphate (1 dose and 
5 dose vials). 


COSTRECIN 
Dihydrostreptomycin with Streptomycin (1 dose 
and 5 dose vials). 


ALEMBIC CHEMICAL \VORKS CO. LTD., BARODA-3. 


YOU CAN PUT YOUR CONFIDENCE IN ALEMBIC. 
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Arobon is a particularly effective agent as 
an anti-diarrhoeic and for gastro-intestinal 
disorders. Its action is both rapid and sure 
and signs of relief are felt within 24 hours. 
It’s so safe that it can be administered to 
infants under’ six months of age. 


as an anti-diarrhoeic : AROBON *== 


pulp of the carob bean. 


NESTLE’S PRODUCTS (INDIA) LTD. ?.0. Box 396. Calcutta. P.O. Box 315, Bombay. P.O. Box 180, Madras 


Doctors are requested to write for Literature. ma/p/ BA 


for purity and quality... 
PYRAMID 


BRAND 
GLYCERIN 
GLYCERI BP. 
260 * Cenforms strictly to B.P. standards 
MAA, | * Every bottle, tin and drum is 
hygienically sealed 
Sold in hagdy | Ib bottles, too! 


MADE BY HINDUSTAN LEVER LTO, P.O, BOX 407, BOMBAY I 


Pre. 


Trusted 
> 
= 
~ 
= 
Avaltehte aft geod chemise 
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FLUID TABLETS 


MILK OF MAGNESIA FORMULA PER TABLET 
(Mist Mag. Hydroxide 8.P.) Milk of Magnesia 0.26 gm. 


@ Quick relief from ag + Aluminium Hydroxide 0,26 gm. 


@ Gentle laxative action with no @ Provides quick and prolonged 
griping relief from acidity and heartburn | 


@ Valuable for all ages @ Convenient for office workers ' 
@ Acceptable to all palates | and travellers 


PACKS: Bottles of 225 c.c. & 450 c.. PACKS: Tin container of 30 tablets 


SMITH STANISTREET & CO., LTD. 


CALCUTTA . BOMBAY . NAGPUR . KANPUR . GAUHATI . PATNA . INDORE . CUTTACK 


STERASYL describes a new approach to the 
problem of sterilisation of domestic 
water supplies. 


The use of a kieselguhr filter candle which has 
been impregnated with ionic silver offers the 
solution to the disinfecting of small water supplies, 
and will give a pure drinking water free from 
harmful bacteria from contaminated waters, by a 
combined process of filtration and sterilisation. 


STERASYL treatment is the answer to local 
epidemics such as typhoid fever, cholera, dysen- 


Levetus (Agents) Private Ltd. RESEARCH 4 
18-B, BRABOURNB ROAD, CALCUTTA 1 


and af BOMBAY - DELHI 
ASK YOUR LOCAL STOCKISTS. 
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SYRUP WORMOPIL 


Containing 
500 mg. of Piperazine hydrate per fluid drachm 


For 
Effective and Non-toxic Treatment 


IN THREAD WORM. 


Supplied in hottles of 2 oz., 4 oz. and 16 oz. 


Oriental Pharmaceutical Industries Ltd., 


64-66, Tulsipipe Road _ Mahim _ Bombay-16 


POCKET POLARIMETER 


Rapid and Reliable 
Determining Sugar and 
Albumen for medical purposes 


VEB Carl Zeiss JENA 


Sole Agents in India : 


GORDHANDAS DESAI PRIVATE LTD. 


( Tat. No. 251418) 
MEHTA ROAD, BOMBAY |. 
Branches : 


P-7, Mission Row Extension, 4/2B, “‘ Jwala Mansion" 
CALCUTTA 1. Asaf Ali Road, New Delhi. 
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a new 
Meprobamate (2-methy!-2-n-propyl- 
anti-anniety 


Appropriate to an age of mental and emotional 

factor stress, ‘EQUANIL’ has demonstrated remarkable 
properties for promoting equanimity and 

release from tension, without mental clouding, 


*EQUANIL’ is a pharmacologically unique 
‘ anti-anxiety agent with muscle-relaxing features. 


Acting specifically on the central nervous system, 
it has a primary place in the management of patients 
with anxiety neuroses, tension states, and associated 
| conditions." In clinical trials, patients respond 
with “. . . lessening of tension, reduced irritability 
and restlessness, more restful sleep, and generalised 
muscle relaxation. 
4 
Myeth _ Clinical use is not limited by significant side-effects, 


toxic manifestations, or withdrawal phenomena.'* 


Supplies : Bottles of 20 x 400 mg. Tablets. 


4. SELLING, L.S.: J.A.M.A. 157: 1594 (April 30) 1935. 
2. BORRUS, J.C.: J.A.M.A. 157: 1596 (April 30) 1953. 


JOHN WYETH & BROTHER LIMITED 
(incorporated in England with Limited Liability) 
Steeicrete House 
su Dinshaw Wacha Road, Bombay |. * Trade Mark nee 
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REFRESHER COURSE 
FOR PRACTITIONERS 


VOLUME 2 
D. Demy 24 mo. Pp. xvi+ 286+ 16 Price Rs. 6 
Published by the Journal of the Indian Medical Association 
* * * 


Designed as its predecessor to be of help to the general practitioner in refreshing his 
memory of accepted views as well as in bringing to his notice the latest advances in 
medical knowledge. All contributions in the volume are by acknowledged specialists, 
Available only from booksellers or direct from the 
STOCKISTS 
U. N. DHUR & SONS, LTD. iS 
15, BANKIM CHATTERJEE STREET, CALCUTTA 12 


A member of the I. M. A. by furnishing his address and the name of the Branch 
he belongs to or a subscriber to the Journal of the I. M. A. by quoting his 
subscriber number may have his copy at a concession rate of Rs. 5/- only. 


ATTENTION, PLEASE 


The Journal of the Indian Medical Association reaches the reader in India (and Pakistan) 
by the first and third week of every month. 


If any reader does NOT RECEIVE his copy by the 7th or 22nd, he should please i— 
(a) check up once again at his own place (b) enquire at his local Post office, and then 
(c) inform us—direct—without delay. 


FOR CHANGE OF ADDRESS, please :— 


(a) inform the local branch of the Ind. Med. Assocn. to which you are attached, and 
(b) inform us six weeks IN ADVANCE, 


Please check up the spelling of your name and address on the Journal-wrapper. 


If it is incomplete or inaccurate, please let us know, without delay. 


A few copies of some back-issues are still available, on payment. 


The Hony. Secretary, 
JOURNAL OF THE INDIAN MEDICAL ASSOCIATION 
23, SAMAVAYA MANSIONS, CORPORATION PLace, CALCUTTA—13, 


by him on behalf of the Indian Mepicat Association from 23, Samavaya Mansions, Corporation Place, Caloutta-13, 
Editor—Dr. P. K. Guua, M.B., M.B.C.8. (ENG.), D.O.m.8, (LOND.) 


Printed by Sat Taran Kanra Basu at Sat Gouranva Press Private Lrp., 5, Chintamani Das Lane, Caloutta-9 and published 
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Initiating 


THIRD ERA 


OF ANTIBIOTIC THERAPY” 


The tetracycline spectrum synergistically strengthened with oleandomycin new 
antimicrobial for control of tetracycline-susceptible and tetracycline-resistant strains. 


tetracycline—oleandomycin 


MARK OF TRUE BROAD-SCOPE SYNERGISM 


= synergistically enhanced potency 
= widest known antimicrobial range 


= overcomes pathogens resistant to other antibiotics 
= forestalls emergence of resistant organisms —S 
= significantly improved tolerability 

= wider margin of safety 


Description :-Each capsule of 250 mg. provides 167 
mg. of tetracycline and 83 mg. of oleandomycin. 
Indications :- Synermycin is indicated in the treat- 
ment of infections due to a large variety of gram- 
positive bacteria, gram-negative bacteria, rickettsiae, 
large Viruses, and protozoa. 


Dosage :-The usual adult dose is 1 to 2 capsules’ 
four times daily (1 or 2 Gm. per day); for children, 
dosage is proportionately less according to age and 
weight. 

Reference : +Welch, H.: From “Opening Remarks”, 


presen- 
ted at fourth Antibiotic Symposi October “17-19, 1956, 
Washington,D.C., U.S.A. 


Pfizer) Would Langest Producer of Antibiolics 


RAVISON PHARMACEUTICALS PRIVATE LTD., Post Box 1636, Bombay. 


Exclusive Distributors in India for : 


PFIZER EASTERN CORPORATION, New York, Panama & Brussels. 


*Trademark of Chas. Pfizer & Co., Ine 
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